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in medical periodicals published in different parts of the world. Comment by the abstracter, when thought necessary, 
is inserted between square brackets, usually at the end of an abstract. In some instances only the titles of articles 
are provided. 


After the title of each journal from which an abstract is taken we print the abbreviation given in the World List of 
Scientific Periodicals. The titles of articles from foreign journals are translated into English. 


This journal is essentially a guide to work in progress in the world’s medical centres. No abstract can be regarded 
as a substitute for the article abstracted. For complete information the original article must be consulted. Our aim 
is to give the reader sufficient details in an abstract to enable him to judge whether the original is, for him, worth 
reading in fuil. 


The abstracts are grouped in broad classifications which represent the special fields of study into which Medicine 
is divided. The specialist will, it is hoped, learn in this journal of work done in other fields as well as in his own. The 
general practitioner will be able to keep abreast of modern knowledge in the various specialties. The representation 
in one journal of the several aspects of Medicine will, it is believed, give an integrated picture of the whole, necessary 
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Hygiene and Public Health 


1. Fly-abatement Studies in Urban Poliomyelitis 
Epidemics During 1945 

J. L. MELNICK, R. Warp, D. R. Linpsay, and F. E. 
LyMAN. Public Health Reports (Publ. Hith Rep., Wash.] 
62, 910-922, June 20, 1947. 10 figs., 10 refs. 


Poliomyelitis virus has been demonstrated in or on 
flies trapped in epidemic areas in both urban and rural 
districts of U.S.A., while food exposed to flies in the 
homes of patients suffering from poliomyelitis has been 
found contaminated with the virus. The experiments 
carried out by the present investigators had two objects: 
to ascertain whether the urban fly population could be 


reduced, and to determine whether or not such a reduc- ° 


tion in flies could be correlated with the course of a 
poliomyelitis epidemic. A controlled study was made 
with the co-operation of the U.S. Public Health Service, 
in which certain parts of urban areas were treated with 
DDT and others left untreated. Preliminary trials 
were carried out in Savannah and New Haven in which 
13 to DDT in a xylene—* triton ’’—-water emulsion 
was delivered from a Bean orchard sprayer and a 
modified Bean “speed sprayer’. These trials were 
checked by fly trapping before and after the spray- 
ing, and exposed Petri dishes were biologically assayed 
with freshly trapped flies for residual insecticidal 
properties. 

A first field trial was carried out at the town of Paterson, 
N.J., which occupies 8 sq. miles (20:7 sq. kilometres) 
with a population of approximately 140,000; 4 sq. miles 
(10:3 sq. kilometres) were sprayed with DDT in a 
concentration of 2 lb. (0-9 kg.) per acre (0-4 hectare), 
while the garbage dumps received 10% DDT emulsion. 
There was a definite reduction in the number of flies for 
a few days, and when an area was re-treated 9 days later 
it was possible to keep the fly population at 10 to 25% 
of normal during August. During this month o- 
dichlorobenzene was also employed as a larvicide. All 
cases of poliomyelitis beginning before Aug. 17 were 
considered to have entered the incubation period during 
the spraying and therefore not to have been affected by 
DDT. Before Aug. 17 the case rate in the sprayed 
area was 18 per 100,000; in the control zone 15. After 
Aug. 17 the rate in the sprayed area was 25 per 100,000, 
and 30 in the controlled area. 

A second test was carried out during the end of 
August in Rockford, Illinois, which has a population of 
85,000 and an area of 12 sq. miles (31 sq. kilometres) 
largely surrounded by farmstock. Three wards were 
sprayed, in one case by means of an aeroplane. No 
hand spraying was.employed. Rain fell intermittently 
for 5 days after the spraying. The results of the spraying 


showed a reduction in fly population for 5 days in one 
ward, no abatement in another, and a slight temporary 


‘ fall in the third. Cases of poliomyelitis arising after 


Sept. 9 were considered to have been infected after the 
spraying. Before Sept. 9 the case rate in the sprayed 
zone was 177 per 100,000 and in the controlled area 194; 
after Sept. 9 the rates were 37 and 49 per 100,000 
respectively. 

Thus, these experiments caused a temporary reduction 
in the number of flies but had no effect on the polio- 
myelitis epidemic. The authors consider that further 
investigations should be made, and that these results 
were inconclusive because: (1) poliomyelitis rates in 
Paterson were hardly at epidemic level; (2) spraying in 
Rockford did not start until after the epidemic had 
passed its peak; (3) there was no striking and prolonged 
control of flies. A. Michael Critchley 


2. The Life-cycle and Habits of Culicoides impunc- 
tatus Goetghebuer and Culicoides obsoletus Meigen, 
together with Some Observations on the Life-cycle of 
Culicoides odibilis Auster, Culicoides pallidicornis 
Kieffer, Cujicoides cubitalis Edwards,and Culicoides 
chiopterus Meigen 

M. A. Hitt. Annals of Tropical Medicine and Parasito- 
logy [Ann. trop. Med. Parasit.| 41, 55-115, May, 1947. 
25 figs., 85 refs. 


The general life-cycle and .habits of most of the 
diptera concerned in the transmission of disease to man 
are now known, but up to the present there is a regrettable 
lack of knowledge concerning the important genera 
Chrysops and Culicoides. Members of the genus 
Culicoides, although not vectors of filariasis to man in 
Britain, are insects of considerable importance in that 
country, since certain species transmit the filarial worm 
Onchocerca cervicalis to horses, while in many parts of 
the country, particularly Scotland, midges occur in 
sufficient numbers to inconvenience seriously the normal 
life of the community. 

The author surveys the literature concerning the genus 
Culicoides in general, and then deals with the results of . 
her observations on the life-cycle and habits of the species 
mentioned in the title. Of these, C. impunctatus and 
C. obsoletus were fully studied, and the results obtained 
supply the first comprehensive account of the life-cycle 
and habits of two members of this previously neglected 
geilus. Amongst the most interesting of the facts 
established are those relating to the life-cycle. In the 
case of C. impunctatus the larvae pass through four 
instars, the winter being passed in the fourth instar, 
and the pupae beginning to appear at the end of April 
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and persisting into July. During September and October 
the population is almost entirely composed of third- 
stage larvae, the winter being passed in the fourth stage. 
In the case of C. obsoletus, the next most common species 
in the Liverpool area, it would appear that the midges 
pass through two generations each year, the life-cycle 
occupying 5 months during the summer and 9 months 
during the winter. R. M. Gordon 


3. Increased Efficiency of Diphtheria Toxoid when 
Combined with Pertussis Vaccine. A Preliminary Note 
L. GREENBERG and D. S. FLEMING. Canadian Journal of 
Public Health (Canad. J. publ. Hith| 38, 279-282, June, 
1947. 5 refs. 


During a study of the use and effectiveness of multiple 
antigens in immunization, the authors observed the 
effect of combining diphtheria toxoid and _ pertussis 
vaccine. It would be a serious matter if pertussis vaccine 
interfered with the immunizing efficiency of diphtheria 
toxoid, because of the uncertain value of the former and 
the unquestioned value of the latter. This investigation 
sought to establish the actual quantitative relationship 
of the antigenic efficiency of diphtheria toxoid alone and 
in combination with different concentrations of pertussis 
vaccine. 

The diphtheria toxoid used contained 40 Lf. per ml. 
The pertussis vaccine was a concentrated preparation 
containing 1,100 x 10° organisms per ml. Four mixtures 
were made containing respectively 20.x 10°, 40x 10°, 
80x 10°, and 160 10° pertussis organisms per ml. of 
mixture; steps were taken to ensure that the concentra- 
tion of diphtheria toxoid remained constant for compari- 
son with a control containing diphtheria toxoid alone. 
These five solutions were each divided into three sub- 
groups—namely, full strength, half-strength, and quarter- 
strength, thus providing 40, 20, and 10 Lf. of toxoid 
respectively ina dose of | ml. Immunizing efficiency was 
estimated by the Schick conversion rate in female guinea- 
pigs, 18 animals being inoculated in each sub-group. 
The Schick test—in respect of which the challenging 
dose was 10 minimum reacting doses—-was performed 
on the nineteenth day after inoculation and was read 
48 hours later. An area of redness and swelling of at 
least 6 mm. was considered a positive test. As controls 
5 normal guinea-pigs were Schick-tested with one mini- 
mum reacting dose, and all showed an area of redness 
and swelling at least 6 mm. in diameter. 

Their results indicated that the presence of pertussis 
vaccine definitely augments the immunizing power of 
diphtheria toxoid. On statistical analysis by the method 
of Bliss, the preparation containing 20 10° pertussis 
organisms was 260% more effective than the control, 
and the preparation containing 40 x 10° pertussis organ- 
isms was 376% more efficient. Evidence confirming this 


‘was obtained when further inoculations were carried out 


with diluted solutions containing 10, 5, and 2-5 Lf. per 
ml. respectively. Commercial preparations of pertussis 
vaccine usually contain organisms of the order of 20 x 10° 
per ml. As suggested by these animal experiments, 
such pertussis vaccines increase the immunizing efficiency 
of toxoid at least twofold. B. T. J. Glover 


PUBLIC HEALTH 


4. Typhus Fever in Italy, 1943-1945, and its Contro} 
with Louse Powder 

F. L. Soper, W. A. Davis, F. S. MARKHAM, and L, A. 
RIEHL. American Journal of Hygiene [Amer. J. Hyg,} 
45, 305-334, May, 1947. 16 figs., 4 refs. 


The authors describe the occurrence of a typhus epi- 
demic in Naples and the surrounding district after the 
German evacuation in 1943. A delousing service was 
introduced to test the efficacy of two anti-louse powders, 
MYLand DDT. The use of hand-guns and a 10% DDT 
louse powder is recommended. It does not kill nits but 
remains active and kills lice as soon as they hatch, 
The members of the dusting squad are advised to follow 
a definite routine. The powder should be distributed 
on the inner surfaces of the inner garments and on the 
skin itself. As administrative measures the authors 
suggest contact delousing, station delousing, and institu- 
tional delousing. Spot delousing should not be restricted 
to the contacts alone but to all persons in the building 
and in the neighbourhood. Immunization should be 
available to doctors and the auxiliary medical personnel, 

Franz Heimann 


5. Observations on a Family Epidemic of Infectious 
Hepatitis 

H. G. KUNKEL and C. L. HOAGLAND. New England 
Journal of Medicine [New Engl. J. Med.] 236, 891-897, 
June 12, 1947. 3 figs., 21 refs. 


In a family consisting of father, mother, and 10 
children, 9 of the children were affected serially with 
hepatitis. The originator of the outbreak was believed 
to be a naval member of the family who came home on 
leave in October and developed a mild, non-icteric ill- 
ness; in November 3 siblings became ill; in December a 
single case occurred; in January 4 new cases appeared, 
and at this stage the outbreak was investigated by the 
authors. In_February a single case occurred in the 
family and 2 cases among friends of one of the children. 
A retrospective diagnosis was made in the first 5, non- 
icteric, cases on the basis of characteristic symptomato- 
logy corroborated by at least one persistent finding such 
as liver tenderness, spider angiomata, or abnormalities 
in liver-function tests. The sixth non-icteric case was 
under clinical observation throughout. The family 
lived in grossly overcrowded conditions in a tenement 
house, and it was difficult to escape the conclusion that 
the crowded sleeping quarters were “in some way” 
responsible for the high incidence of cases. Despite the 
very close “‘contact”’ the disease spread through the 
family serially and not explosively; indeed, the last 
patient successfully resisted three “* generations ’’ of the 
disease before becoming infected. The authors therefore 
favour “‘ contact’ as the mode of transmission rather 
than ingestion, droplet spread, or air-borne infection. 
‘“* The contact between the children was extremely close, 
and spread by faecal contamination seems likely.” 

There were no fatalities. The incubation period was 
about 27 days. The 66% incidence of non-icteric cases 
compares with other reports of 9 to.80%, although this 
last figure is open to question. The older members of 
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the family were’ most severely affected. Spider angio- 
mata were found in 5 cases: they appeared suddenly 
and disappeared slowly in the course of 4 to 8 months, 
long after the illness had terminated; they were helpful 
in corroborating the diagnosis in 2 cases. (Spider 
angiomata are said to occur in 30% of acute cases of 
hepatitis. The incidence is much higher in cases of 
chronic hepatitis, in which new spider angiomata are 
regarded as of bad prognostic significance.) 

Three tests of liver function were used: the plasma 
bilirubin, the bromsulphalein retention, and the thymol 
turbidity. One patient with minimal scleral icterus of 
short duration was tested before, during, and after 
illness. In his case the percentage of bromsulphalein 
retained at 45 minutes rose within 24 hours of the onset 
of first symptoms. The plasma bilirubin did not begin 
to rise until the fifth day, but both tests reached their peak 
figure on the seventh day and rapidly returned to normal. 
On the other hand, thymol turbidity showed a delayed 
rise, reaching its peak on the nineteenth day, when the 
other two tests had fallen to normal and the patient was 
free from symptoms. It fell slowly and reached normal 
about the seventy-ninth day. The combination of two 
tests, the bromsulphalein retention and the thymol 
turbidity, aids diagnosis of non-icteric cases, for the 
former rises early and subsides as the latter is rising. The 
thymol turbidity is of particular epidemiological value 
because the delayed return to normal allows a retro- 


* spective diagnosis to be made when all other evidence of 


the disease has disappeared. 

[The epidemiological inferences are confused by the 
authors’ acceptance of “‘contact’’ as the method of 
spread. The continued use of the word in this sense is 
common and is a legacy from the time when distinction 
was drawn between “ contagious”*’ and “ infectious ” 
diseases. What the epidemiologist wants to know is 
whether the infective agent is inhaled, ingested, or 
inoculated: these are the modes of infection and they 
determine the methods of control. It is also of interest 
to know whether the disease can be transmitted over 
long distances or whether the two hosts must be 
in proximity. For this purpose the word “ contact” 
may still be useful as indicating close proximity. But its 
continued use, as in this paper, to indicate a different 
mode of infection from inhalation, ingestion, or jnocula- 
tion, will only result in confusion. The further inference, 
commonly made, that an infecting agent is not ingested 
because outbreaks are not explosive is also incorrect. 
While it is true that explosive outbreaks are suggestive 
of alimentary infections, the opposite is not necessarily 
true, since ingested agents may give rise to serial and 
radial cases.] Maurice Mitman 


6. Studies in Deratization of Surface Vessels by. Means 
of 1080 (Sodium Fluoroacetate) _ 

J. H. HuGues. Public Health Reports [Publ. Hith Rep., 
Wash.} 62, 933-940, June 27, 1947. 2 refs. 


This is a report of studies carried out by the Foreign 
Quarantine Division of the United States Public Health 
Service. The ‘ 1080’? compound is a powder. It may 
be used in a water solution or with bait. When used in 


water, half an ounce (14 g.) of the 1080 concentrate is — 
dissolved ineach gallon (4-5 litres) of waterrequired. Wax- 
coated squat paper cups of approximately 1 oz. (28 ml.) 
capacity have been particularly satisfactory. For bait, 
1 oz. (28 g.) of 1080 concentrate is required for each 
28 Ib. (12-6 kg.) of bait. The use of a large number of 
poison stations is more effective than the use of a large 
quantity of poison solution or bait at a few points. The 
cups, plainly labelled as to poisonous content, are securely 
fastened at strategic points along rat runways and near 
harbourages, preferably in protected places. -The use of 
1080-poisoned water is preferred to that of poisoned 
bait. Baits are more costly to prepare than the aqueous 
solution. The 1080-treated ships are carefully searched 
for poisoned rats, usually within 24 hours of distribution 
of the poison, and daily until termination of study on a 
particular ship. Poisoned rats frequently die within a 
few feet of the 1080 cups and are easily recovered by 
inspectors. At the conclusion of the investigation cups 
and materials containing 1080 are removed, and either 
labelled and stored for future use or destroyed. In this 
study, covering 1 year, 96 vessels have been individually 
treated with 1080. After 1080 application, 1,262 of 
1,475 rats (85-5%) died. Hydrocyanic acid gas killed 
99:2% of rats. The 1080 investigations are being 
continued. 

Advantages of 1080 are its ease of employment; its 
quick action; ease of recovery of rat corpses; the fact 
that ship crews may remain aboard and in some instances 
may work their vessel; applicability to open deck spaces, 
lifeboats, and elsewhere; reduced number of personnel 
and simplicity of equipment required for its use; and the 
apparently insignificant degree of tolerance developed by 
rats which may ingest sublethal quantities. Dis- 
advantages are that in many instances only a partial kill 
of rats was obtained during the first day, and that the 
aqueous solution freezes when exposed to low 
temperatures, which necessitates modification of the 
formula if it is to be used under such conditions. The 
substance is very poisonous to other animals and pre- 
sumably to man; it offers a hazard to animals not 
only directly but indirectly if they swallow 1080-poisoned 
rats. 

A comparative table is given of toxicities to man of - 
seven. rodenticides, including sodium fluoroacetate 
(1080), the latter coming next to arsenic in degree of 
toxicity. The high absorption rate of 1080 by the 
gastro-intestinal tract makes treatment for poisoning 
difficult. Highly soluble in water, it may be washed out 
of baits by rain or other water, and might possibly 
cause contamination of food or other supplies. It is a 
white powder which can be mistaken for flour, baking 
powder, or similar food products if not properly labelled 
and kept under safeguards. The powder form is slightly 
hygroscopic; in the presence of excessive moisture this 
could make accurate weighing and measuring or applica- 
tion of the concentrate to bait difficult. 

No specific treatment is known for 1080 poisoning, 
its effect on the heart being the usual cause of death. 
Initial treatment is by emetics and purges. For nervous 
excitation, barbiturates of medium duration of action 
may be given, intravenously if necessary. Little can be 
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‘ done to prevent progression of cardiac symptoms. 
Should ventricular fibrillation occur, intracardiac injec- 
tion of 1% solution of procaine might be attempted. 
Although symptoms usually subside within a day, the 
patient should be kept quiet for 3 days if there is any 
sign of action on the heart. 

[For practical purposes fumigation by hydrocyanic 
acid is immeasurably superior to this new method.] 

J. Greenwood Wilson 


INDUSTRIAL MEDICINE 


7. Haematological and Humoral Changes in Silicotic 
Coal-miners. (Modificazioni ematologiche ed umorali 
nella silicosi degli operai delle miniere di carbone) 

B. Tortori-Donati. Medicina del Lavoro (Med. d. 
Lavoro] 38, 151-166, June, 1947. 12 refs. 


In a study of 103 Belgians with silicosis of all grades of 
severity the author found a tendency to anaemia and 
leucocytosis with granulocytosis in advanced and 
complicated cases, but he does not consider these findings 
helpful in diagnosing tuberculous infection in these 
patients. Reports of eosinophilia (Habeeb, Amer. Rev. 
Tuberc., 1945, 52, 337) and of a shift to the left in the 
Arneth count (Heimann, Occupational Med., 1946, 2, 
470) were not confirmed in his cases. Leucocytic granules 
were abnormally large in the pseudo-neoplastic and 
tuberculous cases. The erythrocyte sedimentation rate 
was of the greatest help in detecting tuberculous infection, 
but was slightly raised even in the early stages of silicosis. 
Of three flocculation tests carried out in all the patients, 
the Weltmann reaction was very variable, the Takata- 
Ara reaction was strongest in the uncomplicated 
cases and diminished with tuberculous infection, and the 
Matéfy reaction tended to reflect the severity of the 
disease. The latter two reactions were thought useful 
in detecting tuberculous infection. L. P. R. Fourman 


8. The Pathology of Mill Workers (Hygienic, Clinical, 
and Radiological Investigation). (Sulla patologia dei 
lavoratori dei molini. (Inchiesta igienico-clinico- 
radiologica)) 

A. NUNZIANTE CesARO. Rassegna di Medicina Industriale 
[Rass. Med. industr.] 16, 49-70, April-June, 1947. 7 figs. 


There are three essential processes in flour milling: 
in the first the grain is freed from admixed or adherent 
impurities; in the second it is sifted and the coarser 
grains are separated from the fine; it is then ground and 
the finer and coarser particles, the flour and the bran, 
are also separated from one another. 

The author refers to the work of Didonna on pneu- 
moconiosis in which it is stated that the shape and size 
of dust aggregations are influenced, among other things, 
by the state of humidity and ionization of the air and by 
the rate of air movement. In considering the aetiology 
and the prevention of dust diseases in the milling industry, 
it is necessary to keep these facts in mind. The humidity 
of the air in the mills examined varied from 49 to 84%, 
these figures being rather higher than comparable ones 
obtained in America or northern Europe. The dust 


iodine test. 
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particles examined by the author varied in size, between 
0-85 and 1-7 », and were able to cause pathological 
changes. The silica content of the dust particles varied 
from 20-5 to 0-0013% of the ash. Many dust particles 
contained no starch whatever, as shown by Lugol’s 
It is pointed out that much dust in flour 
mills does not derive from the grain itself but from 
impurities therein. As might be expected, the greatest 
dust hazard is associated with the process in which the 
grain is cleansed of foreign matter. 

There is a high incidence of respiratory disorders in 
flour workers. The author examined 176 workers from 
four different Italian mills. Of this number, 58% com- 
plained of cough and 79% expectorated in the mornings, 
It was not possible to obtain enough films to radio- 
graph all who had symptoms, but in 5 patients lung 
changes suggesting pneumoconiosis in the first or second 
stage were noted. Only in 1 case was associated 
tuberculosis discovered. G. C. Pether 


9. Toxic Effects of Tetranitromethane, a Contaminant 
in Crude TNT 

R. F. Stevers, E. RUSHING, H. Gay, and A. R. Monaco, 
Public Health Reports [Publ. Rep., Wash.) 62, 
1048-1061, July 18, 1947. 8 refs. 


Tetranitromethane is a toxic, irritating impurity 
formed in the nitration of toluene. It is a colourless, 
oily liquid, boiling at 125-7° C. and solidifying at 13° C.; 
it is volatile, has a pungent odour like that of nitrous 
fumes and a high surface tension which increases its 
toxicity ; it is a powerful explosive. Exposure to fumes 
of crude TNT leads to irritation of mucosae, cough, 
dyspnoea, and dizziness in proportion to the strength of 
the odour of tetranitromethane. This substance may be 
present in amounts up to 0-12% in crude TNT, but is 
destroyed during the process of purification with sodium 
sulphite. The introduction of the sulphite process in the 
1914-18 war in the U.S.A., Britain, and France reduced 
the incidence of illness in arsenals. Three recorded cases 
of intoxication in human subjects, with respiratory 
symptoms requiring the use of oxygen, are reviewed; 2 
were fatal. Earlier experiments with tetranitromethane 
on animals showed mucosal irritation and pulmonary 
oedema. without any latent period. In mild cases 
methaemoglobin was formed. Crude TNT manufacture 
is still potentially harmful when nitration cycles are 
curtailed and re-charging of apparatus is speeded up; 
mild intoxication has followed upon changes in the 
sulphite purification process. 

The authors exposed cats to fumes of TNT in three 
stages of purification and to fumes of waste products. 
Air was passed at 5 to 6 litres per minute over 800 g. of 
material On a tray in an exposure chamber. Air samples 
were trapped in alcohol. A colorimetric method for 
estimating the tetranitromethane is described. At room 
temperature the fumes evolved from crude TNT were 
enough to be fatal to the cats. With concentrations of 
3-3 to 25-2 parts per million (p.p.m.) of tetranitromethane 
there was marked irritation of the mucosae of the eyes, 
mouth, and upper respiratory tract, and acute pulmonary 
oedema, the lungs being full of sero-fibrinous exudate and 
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cellular infiltration. There was also methaemoglobin- 
aemia and fatty degeneration of liver and kidneys. 
When exposed to waste products from the neutralization 
of crude TNT by water the animals suffered mild .irrita- 
tion only, and the tetranitromethane concentration was 
0:1 to 0-4 p.p.m. Residues from the sulphite process 
were not toxic. This work differs from that of a-previous 
author who could not produce toxic fumes from crude 
TNT unless it was heated. It is suggested that 5 p.p.m. 
of tetranitromethane might be a safe concentration for 
workmen. J. N. Agate 


10. High-tension Current Accidents with Severe Muscle 
Injuries and Myoglobinuria (Findings, Pathology, Prog- 
nosis and Treatment). (Starkstromunfalle mit schweren 
Muskelschaédigungen und Myoglobinurie. Befunde, 
Pathologie, Prognose und Therapie) 

H. FiscHer, R. FROHLICHER, and P. H. Rossier. 
Schweizerische Medizinische Wochenschrift [Schweiz. 
med. Wschr.] 77, 826-828, Aug. 2, 1947. 7 refs. 


The authors describe four accidents of which two were 
fatal. The victims were in contact with currents of 
45,000 to 50,000 volts, and it was observed that the 
damage to striped muscle was extensive and severe. 
Such damage has not previously been stressed, and yet it 
may have great prognostic significance. Such muscle 
damage depends on the high voltage and amperage of the 
current; it is only when such conditions obtain that the 
injuries described can occur in a short period of time. 
Since striped muscle provides an easy path for the passage 
of a current the local heating effect is great. From the 
pathological findings it appears that some degree of 
coagulation occurs so that the terminal renal damage, so 
often seen after electrical injuries, has not so close a 
relation to superficial burning as was supposed. 

In one case an engineer was struck by a flash from a 
cable carrying 45,000 volts, the spark jumping about 5 cm. 
He fell backwards and the period of contact did not 
exceed 2 seconds. He had been sweating heavily when 
injured, so that the skin resistance was low. His body 
received about 450 kW and the equivalent heating effect 
would be as much as a 1,000 W electric oven yields in 
15 minutes. As the superficial injuries were slight a 
good prognosis was given when the patient recovered 
consciousness, but two days after the accident he died of 
renal complications and anuria. Very extensive muscle 
injuries were found in the legs and the right arm. The 
urine became progressively more discoloured from the 
second day and contained a red pigment, probably 
myoglobin. The heart showed no appreciable damage 
and its rhythm was not apparently disturbed by the 
immediate effects of the accident. 

The authors point out that this case suffices to put the 
relative importance of cutaneous and deep injuries in 
proper perspective. They suggest that myoglobin 
probably entered the circulation a few minutes after the 
accident and that renal injury increased rapidly from that 
time. Remedial measures should include the immediate 
administration of alkalis and saline infusions. If there is 
no diuresis after 12 hours of alkali therapy the dose 
should be reduced. Citrate should not be given, since it 


fixes calcium. If potassium poisoning is feared then 


calcium should be administered intravenously as the 


gluconate. Absolute rest is essential. Plasma may be 
given later and isotonic saline and glucose per rectum or 
by other suitable route. If there is still some chance of 
survival amputation of a badly injured4imb may save 
life. Cases of this type should be treated throughout in 


surgical wards. G. C. Pether 
11. Coalminers 
J. N. Morris. Lancet [Lancet] 2, 341-346, Sept. 6, 1947. 


6 figs., 61 refs. 


Between the wars of 1914-18 and 1939-45 there were 
150,000 to 200,000 unemployed miners in Britain; now 
there is a shortage of miners. Between 1921 and the 
slump in 1931 the industry was contracting, particularly 
in the exporting districts, and closure of pits led to great 
hardships. There has been an exodus from mining 
districts, and in 20 years the total number of miners has 
fallen from 1,250,000 to 700,000. This emigration has 
involved particularly the younger people, for the numbers 
over the age of 35 have hardly changed. Scottish reports 
show that, compared with other workers, coalminers have 
unsatisfactory sickness records, both as regards incidence 
and average duration of illness. There is a high incidence 
of psychological disorders among them. Death rates 
calculated for causes other than accidents between 1910 
and 1923 show the unsatisfactory trend of mortality in 
young miners. The low death rates recorded in the 19th 
century are probably due to selection of the most robust 
children to carry on the tradition of mining families. 
Departure from this practice and emigration of the 
healthier men may have caused these regressive mortality 
trends between the wars. The fall in the birth rate in 
mining communities was greater by one-third than the 
national average, in spite of high “ fertility ” figures in 
earlier decades. The mortality among miners’ infants and 
wives was about one-third higher than the average. 
These changes in morbidity, mortality, and birth rates 
also may reflect the large-scale withdrawal from the 
industry. 

After 1939 conditions were transformed, and by 1945 
miners’ wages were doubled; training and welfare 
services were provided and unemployment ceased by 
1941; yet there have been strikes and absenteeism. 
Juvenile recruitment fell year by year and man-power was 
only maintained by the direction of workers, young and 
old. Medicine can help to make the industry more 
attractive. Previously medical, hospital, and occupa- 
tional health services were inadequate, but recent legisla- 
tion should bring changes. Research is needed on 
nutritional needs for full output, on hours, fatigue 
and absenteeism, and on the claim that a miner is past 
his best at 35. Pneumoconiosis is now receiving proper 
attention, but more research needs to be directed to the 
“beat ’’ diseases, which should not have proved so 
refractory, to fibrositis, and to dermatitis, which has 
lately increased sevenfold. Nystagmus and the psycho- 
logical effects of new mining methods require more 
investigation. Knowledge of accident-proneness should 
at once be applied. A State industrial health service for 
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South Wales miners is advocated, to be concerned with 
** placement ”’, environmental hygiene, accident preven- 
tion, periodic examinations of workers, and follow-up 
of those disabled. Though rehabilitation is already 
organized, resettlement lags behind. A school of mining 
medicine is also suggested. Recruitment of labour will 
have to be extended to the whole community, and there 
should be inducements to enter the industry. The 
industry must acquire the status of a profession, with its 
own standards to be maintained from within; much has 
been done already to ensure the economic stability on 
which this must be based. J. N. Agate 


12. The Application of Fluorescent Microscopy to the 
Detection of Tubercle Bacilli in Public Health Bacteriology 
A. B. ANDREW, W. WILSON, and R.D. Stuart. Glasgow 
Medical Journal (Glasg. med. J.| 28, 220-223, Aug., 1947. 
6 refs. 


The authors tested the efficacy of fluorescent micro- 
scopy for the detection of tubercle bacilli. In view of 
the reported lack of specificity of this method it was 
decided to use it only as a screen test and to verify the 
positive findings with Ziehl-Neelsen staining. 


The light source was housed as described by Lempert 
(Lancet, 1944, 2,818). A Zeiss microscope with an Abbé type 
condenser was used with high and low-power Watson’s 
“Para” objectives and a Reichert No. 4 compensating 
ocular. An 8-oz. flat bottle containing a 5% solution of 
copper sulphate was interposed between a condensing lens 
and the microscope mirror, which was treated so as to reflect 
the maximum amount of ultraviolet light. A piece of blue 
glass 3 mm. thick on the substage condenser carrier was 
helpful. A yellow glass filter was placed in the ocular. 
Films, prepared in the usual way, were stained by Lempert’s 
modification of Hagemann’s method with auramine. They 
were examined in a darkened room first with the low-power 
objective. Presence of fluorescing bacilli was confirmed 
with the high-power objective. Parallel films were stained 
by the Ziehl-Neelsen method and examined in the usual way. 
Initial preparation of the specimens required about the same 
time for each method. The time required for actual micro- 
scopy was checked by stop-watch. All specimens reported 
positive by fluorescent microscopy were restained by the 
Ziehl-Neelsen method for confirmation. Where organisms 


were only scanty, appropriate fields found by fluorescence were 
ringed. 


Several hundred sputa were examined to give experience 
in the method. Positive findings were obtained in under 
2 minutes by fluorescent microscopy. The following 
table shows the results in the investigation proper: 


Comparative Results from Sputum Specimens Examined 
in Parallel 


Time of 
Number Examination Positives 
of Speci- (hours) 
mens 
Z.N. | Fluorescence Z.N. | Fluorescence! Total 
1,812 | 77-5 | 44-25 - 516 523 533 
| | 27-970) (28-3%) (29% 


HYGIENE AND PUBLIC HEALTH 


R. R. BRESLER. 


It was found that fluorescent microscopy is highly 
specific. For positive findings only, the time used jn 
both methods was almost equal. 

The authors conclude that fluorescent microscopy 
would be a distinct advantage if it were generally as 
reliable as the Ziehl-Neelsen method. The technical 
difficulties, however, present a constant source of error, 
To this must be added the increased strain on the 
examiner’s eyes and the increased cost because of fre- 
quent renewal of lamps. It may, however, be more 
useful in a laboratory where a smaller percentage of 
positive sputa is found (say 10%) even if results are verified 
afterwards by the Ziehl-Neelsen method. It also remains 
a useful ancillary technique for equivocal findings. 

E. Lejbowicz 


13. “ Dead Hand’’ in Operators Using Electrically- 
driven Cutting Tools 

K. BrpeNn-STEELE and F. H. KinG. Medical Press Med. 
Pr.) 218, 144-148, Aug. 13, 1947. 


Investigations were carried out in four factories where 
workers were fettling duralumin castings of aero engines 
by using electrically cable-driven rotary cutting tools with 
speeds of 1,100, 2,800, and 6,000 revolutions per minute. 
The size of the cutting burr depended upon the nature of 
the work to be done. Out of 282 workers examined in 
one factory 188 (167 men and 21 women) exhibited signs 
of *“* dead hand ’’; while in another, 40% of 300 workers 
were affected. The syndrome was induced by cold and 
began with blanching of one or more fingers accompanied 
by a feeling of deadness and loss of sensation. In 63 men 
and 4 women this was followed by cyanosis. The dura- 
tion of an attack was generally less than half an hour. 
The feet were not affected and no trophic changes were 
observed. The average duration of work before the 
onset of symptoms was 23 months, but in some cases it 
was only 6 months. The condition is precipitated by 
cold, and the disablement is not easy to assess because 
the sufferer is only prevented from carrying out certain 
types of work for short periods on certain days. It is 
not known how permanent the condition is, but it has 
been observed to persist, but not progress, for as long as 4 
years after work with rotary tools has been given up. 
The only preventive measure is the restriction to 9 months 
as the length of time for which a man may work with the 
tools—an almost impossible measure for industry to 
adopt owing to the need for continual training of new 
workers. Investigations are being carried out into the 
possibility of providing some form of shock-absorbing 
grip to the tools. Continuous work on high-pressure 


_ piece work, continuous use of the tool on a 24-hour shift 


system preventing the proper servicing, and unduly tight 
gripping of the tool by the worker appear to be special 
factors which predispose to the syndrome and therefore 
should be avoided. K. M. A. Perry 


14. Incidence of Reactions to a New Type of Influenza 
Virus Vaccine in Industry 

Industrial Medicine [Industr. Med.] 16 
301-303, June, 1947. 13 refs. 
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Anatomy and Cytology 


15. Chromosome Structure under the Electron Micro- 
scope 

J. T. BUCHHOLZ. Science [Science] 105, 697-610, June 
13, 1947. 5 figs., 12 refs. 


Parts of prophase chromosomes from the pollen mother 
cells of maize were isolated by operations on individual 
cells. These were dried, mounted in a film, and trans- 
ferred to the object-holder of an electron microscope. 
The picture of chromosome structure revealed is in close 
agreement with previously known features. There is a 
thread that connects the granules or chromomeres, or 
to which a great variety of chrommomeres are attached. 
If the granules are considered as the genes, then these 
units are not uniform in size or shape. Granules may 
be found among those that appear to be homogeneous, 
which range in size from 50 to 750 mp. They vary 
also in shape and in density to electron penetration. 
The thread that connects the granules appears to be 
flattened, with granules attached laterally. Its width 
varies from 50 to 100 mp. The minimum thickness 
approximates to 30 mp. The granules are attached in 
pairs at the rate of 4 to 8 per p along the length of the 
thread. It is suggested that the genic element may con- 
sist of at least one molecule (within the supporting thread) 
that duplicates itself during each mitotic cycle and pro- 
duces the substance forming granules which are given 
off ‘* to produce effects elsewhere within the cell ”’. 

R. J. Ludford 


16. Ester Wax: A New Embedding Medium 

H. F. STEEDMAN. Quarterly Journal of Microscopical 
Science [Quart. J. micr. Sci.| 88, 123-133, March, 1947. 
3 refs. 


Ester wax is a new ribboning embedding medium, made 


up of 5 substances which can be varied in proportion so 


that media with different characteristics may be used. 
A mixture which will meet most requirements is as 
follows: diethylene glycol distearate 73 g., ethyl cellulose, 
4 g., stearic acid, 5 g., castor oil, 8 g., and diethylene 
glycol monostearate, 10 g. The melting point is from 
46° to 48° C.; section range, 2 to 20 » at a room tempera- 
ture of 64° F. (17°7° C.); ribbon range, 2 to 15 wat a room 
temperature of 64° F.; final compression loss, 76% at 10 2. 
Flattening of the sections, which must be cut more 
slowly than with paraffin wax, can be carried out either 
on tap water or aqueous staining solutions. Flattening 
must be completed in a drying oven at 40° to 45° C. with 
enough water underneath the sections to float them. 
Ester wax is soluble in almost any solvent. Sections 
can be stained in the ribbon or as for paraffin-wax 
sections. Xylol, benzene, or ligroin can be used as a 
pre-mounting fluid, while “sira” or the polystyrene 
mounting medium of Kirkpatrick and Lendrum is 
suitable as mounting medium. G. M. Findlay 


7 


17. Role of Dendritic Cells in the Infective Colour 
Transformation of Guinea Pig’s Skin 

R. E. BiLuincHAM and P. B. MEbDAWwaR. Nature 
[Nature, Lond.| 160, 61-62, July 12, 1947. 8 refs. 


It has been demonstrated experimentally that white 
skin from a spotted black-and-white guinea-pig may be 
turned black by grafting it to a pigmented area and, 
conversely, that black skin grafted to a white area slowly 
blackens the white skin around it. When white skin is 
grafted to a black area, or vice versa, unpigmented 
dendritic cells are placed in juxtaposition to pigmented 
ones. ‘“‘-Since dendritic cells can establish very intimate 
cytoplasmic connexions with each other and with ordinary 
basal-layer cells, there is a prima facie case for supposing 
that pigmentary dendritic cells can transform their 
newly acquired white neighbours into cells forming pig- 
ment. White dendritic cells so transformed can propa- 
gate the transforming agent to others in their turn, as 
well as introducing formed melanin granules into the 
ordinary basal-layer cells of their intermediate domain.” 
This interpretation of the infective transformation of one 
cell by another is most in accord with the experimental 
data. R. J. Ludford 


18. Cytology of Alimentary Tract and- Associated 
Glands of the Fowl, Gallus domesticus 

K. S. CHODNIK. Nature (Nature, Lond.| 160, 62-63, 
July 12, 1947. 1 fig., 4 refs. 


Tissueg from different parts of the intestinal tract and 
from the associated glands were taken from young 
chickens killed after a 24-hour fast and at periods ranging 
from half an hour to 6 hours after a meal. It was found 
that a 24-hour fast brings about complete inactivity in 
almost all the gland cells investigated, and that contact 
with food induces intracellular secretory activity. The 
mucus-secreting cells of the salivary glands and the 
intestinal goblet cells are more autonomous and less 
influenced by feeding. The Golgi material in all gland 
cells exhibits marked morphological changes under 
different physiological conditions, and the final elabora- 
tion of secretory granules always occurs im association © 
with it. The Golgi apparatus is regarded not as a 
structure with a permanent form, but as a specific 
substance which assumes different forms dependent upon 
the state of functional activity of the cell. The changes 
undergone by the mitochondria are not indicative of their 


direct participation in secretion formation. 
R. J. Ludford 


19. Diverticula of the Foregut 
D. WueELER. Radiology [Radiology] 49, 476-482, 
Oct., 1947. 6 figs., 10 refs. 
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Physiology and Biochemistry 


20. Anoxaemia and Tone in the Peripheral Vessels. 
(Anoxémie et tonus des vaisseaux périphériques) 

L. Binet and M. BursTEIN.. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris} 
141, 364-368, April 26, 1947. 2 figs., 1 ref. 


A dog’s hind limb, with nervous connexions intact, 
is perfused with heparinized blood from an artery of 
another dog. The amount of perfusate is kept constant, 
at 40 ml. per minute. Anoxaemia in the donor, produced 
by inhalation of nitrogen, causes reflex hypertension in 
the donor, but leaves the recipient’s blood pressure 
unaffected except in the perfused limb. Here a sharp 
fall of pressure is observed. This effect, due to vaso- 
dilatation, is a purely humoral one caused by local 
depression of vascular tone. If the recipient be made to 
breathe nitrogen the resulting anoxaemia causes great 
rise in blood pressure, general and peripheral—that is, 
in the perfused limb in autoperfusion or donor perfusion. 
The humoral vasodilatation is masked in both cases by 
the very strong vasoconstrictor action of the centre. If 
the recipient’s carotid sinus and aortic arch be denervated 
prior to its inhalation of nitrogen, vasodilatation alone 
results in the limb from this inhalation. The very 
important inference is that the sole mechanism of hyper- 
tension in anoxaemia is by a reflex action through the 
sinus and aortic arch, the blood having no direct stimu- 
lating action on the vasomotor centre. A higher pressure 
in the limb than the initial pressure may follow vasodilata- 
tion in recovery from anoxaemia; this is the effect of 
adrenaline mobilized by anoxaemia. The initial con- 
dition of vascular tone in the perfused limb determines 
the degree of the reaction to anoxic blood. A slight 
preliminary haemorrhage determines a higher tone, but 
the extent of vasodilatation is much increased; when 
the tone is lowered, by denervation of the limb, the degree 
of the vasodilator reaction is much less than with nerves 
intact. D. T. Barry 


21. The Effect of Varying Pulmonary Pressure on the 
Arterial Pressures in Man and Anesthetized Cats 

R. J. DeRN and -W. O. FENN. Journal of Clinical 
Investigation [J. clin. Invest.] 26, 460-467, May, 1947. 
13 figs., 32 refs. 


The authors studied the response of the systolic and 
diastolic pressures and heart rate of man, and of the 
mean arterial, right auricular, and femoral venous 
pressure of the anaesthetized cat, to increased and 
decreased intrapulmonary pressure in various positions 
of the body. These effects were obtained in man by 
use of a Drinker apparatus for supine and a “ body 
box” for sitting experiments. In the cat, mean arterial 
pressures rise in response to a decreased pulmonary 
pressure, independently of the position of the animal. 
With increased pulmonary pressure only the primary 


fall of arterial pressure was studied, and this was much 
less in the head-down than in the feet-down position, 
The authors confirmed Holt’s observation on venous 
pressure. In man, in both supine and sitting positions, 
increased intrapulmonary pressure gave an increase in 
both systolic and diastolic pressures, and decreased 
intrapulmonary pressure gave a fall in both. Pulse 
pressures in many cases were variable (-+10 mm. Hg) 
and tended to give a consistent decrease only with positive 
intrapulmonary pressure in the supine position. Heart 
rates were variable (-+- 10 beats per minute). If increased 
intrapulmonary pressure produced circulatory failure, 
arterial pressures and heart rates were maintained until 
within a minute or two of the onset of severe symptoms, 

From a comparison of the effects of varying pul- 
monary pressure in man with and without inclusion of 
the carotid region in the pressure chamber, the authors 
conclude that “* the carotid sinus is insensitive to a rise 
in arterial pressure of at least 15 mm. Hg or to a fall of 
at least 10 mm. Hg, or that it is dominated by other 
receptors’. Their observations have suggested that the 
normal venous pressure is sufficient to fill the human 
heart adequately, since no increase in arterial pressure 
followed a lowering of thoracic pressure in man, but 
rather the reverse; a diminished pulse volume followed 
an increase of chest pressure. The authors feel that, in 
any condition in which the venous return is defective, 
it is possible that decreasing the thoracic pressure might 
increase cardiac output, but they regard this as unproved. 

[This investigation is only concerned with the cardiac 
component in the control of the blood pressure.] 

G. I. C. Ingram 


22. Effect of Prolonged Physiological Misery on the 
Human Organism. (Effet de Ja misére physiologique 
prolongée sur l’organisme humain) ~ 

G. WeLLEeRS and R. Waitz. Journal de Physiologie 
[J. Physiol., Paris] 39, 59-74, 1946-1947. 17 refs. 


This paper records the cytological and biochemical 
examination of the blood of 26 subjects in the Auschwitz 
concentration camp, carried out in the autumn and 
winter of 1944-5. Subjects were divided into five 
groups according to the conditions under which they 
lived or to their pathological state. The first group 
comprised 5 foreign workers who had lived for several 
years in Germany, but for disciplinary reasons were 
incarcerated within the camp for short periods. The 
second group (5 subjects) had been in the camp for an 
average of over 4 years, but enjoyed many privileges 
and consumed as much as twice the food allotted to the 
rest of the inmates. These groups served as controls. 
The remaining three. groups comprised internees whose 
average stay in the camp ranged from 6-2 to 9 months, 
and included a cachectic group, a group displaying 
only a mild or moderate oedema, and a group showing 
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only a widespread oedema. The internees’ diet scarcely 
reached 1,000 calories per day and contained no more than 
30 g. of protein, mostly of vegetable origin. They worked 
10 hours a day, 7 days a week, in the construction of a 
synthetic rubber factory, and were allowed only 7 hours’ 
rest a day. Within a few days of arrival the inmates of 
the camp gave up all hope of leaving the camp alive. 
The cachectic group, which did not include patients 
suffering from any recognizable disease, showed a loss 
of weight of about 35%, a tenfold increase in the erythro- 
cyte sedimentation rate, a 16% decrease in total plasma 
protein, a 27% decrease in serum albumin, a 33% increase 
in serum globulin, and a decrease of 25% in blood 
potassium and 24% in serum calcium when compared 
with the first two groups. In the moderately oedematous 
group the plasma proteins were 22% less than normal, 
and serum albumin showed a 34% decrease while the 
serum globulin showed a 33% increase; the non-protein 
nitrogen and the reduced glutathione were decreased by 
31 and 20° respectively. The oedematous inmates had 
the highest average age—45 years. Before internment 
they had a tendency to be over weight. They exhibited 
a mild polymorphonuclear leucocytosis and a fivefold 
increase in the sedimentation rate. Total plasma pro- 
teins showed a decrease of 23° and serum albumin 
45%, while serum globulin rose to 73% above that of the 
first group. No marked difference in the red-cell count 
or haemoglobin content is reported in any of the five 
groups. Cc. C. N. Vass 


23. Some Determinations of the Total Body Water in 
Man by Means of Intravenous Injections of Urea. [In 
English] 

K. A. STEFFENSEN. Acta Physiologica Scandinavica 
[Acta physiol. scand.] 13, 282-290, June 20, 1947. 3 figs., 
7 refs, 


The author describes a method for calculation of the 
total water content of the human organism by means of 
intravenous injections of urea and determinations of 
urea in blood and urine. For these determinations the 
manometric hypobromite method of Van Slyke and Kugel 
has been used. The volume of distribution of urea was 
found to vary in normal persons from 64-5 to 82:5% of 
the weight, and in obese patients from 40-3 to 58-9%. 
The variations in the normal subjects seem to be related 
to the different sizes and state of nourishment of the 
persons investigated.—[Author’s summary.] 


24. Volume Change Accompanying the Splitting of 
Ribonucleic Acid by Ribonuclease 

H. CHANTRENNE, K. LINDERSTROM-LANG, and L. 
VANDENDRIESSCHE. Nature [Nature, Lond.| 159, 877- 
878, June 28, 1947. 3 figs., 8 refs. 


Linderstrom-Lang and Jacobson had demonstrated 
by dilatometric measurements that the contraction 
accompanying the tryptic and chymotryptic breakdown 
of lactoglobulin was too great to be accounted for 
exclusively by the opening up of peptide bonds in a 
rolled-up peptide chain. This communication deals with 
a similar study of the breakdown of the nucleic acids. 


When ribonuclease acts on yeast ribonucleic acid, no 
change in hydrogen-ion concentration occurs at pH 4-6 
and below; thus the volume changes occurring at this 
PH or below are not related to an interchange of protons 
between the nucleic acid and the medium. From results 
presented of the determination of the number of phos- 
phate bonds opened and the volume changes, ribo- 
nuclease appears to act as a depolymerase and a phospha- 
tase. The first action is rapid while the second is slow, 
breaking down the ribonucleic acid to tetranucleotides. 
The total volume increase due to depolymerization is 
8 to 9 ml. per mol tetranucleotide. This is in contra- 
distinction to the contraction which occurs in the 
preliminary breakdown of the protein superstructure. It 


V 
is pointed out that — 13 is the volume change 


and /\P the number of phosphate bonds opened), which 
is high for the splitting of an ester linkage when the same 
ratio for the splitting of glycerophosphate by phosphatase 
is —3. No explanation is given. _ J. Dawson 


NUTRITION 


25. Fractionation of Growth-stimulating Factor in 
Liver 

W. G. Jarre and C. A. ELvenseM. Journal of Biological 
Chemistry [J. biol. Chem.] 169, 287-293, July, 1947. 
11 refs. 


Continuing the previous work by Jaffe (J. biol. Chem. 
1946, 165, 387), the authors studied in more detail the 
growth-promoting activity of an alcoholic extract of 
liver. Its effect was demonstrated on rats given a 
synthetic diet and a corn-soy meal diet, to each of which 
cystine and 10 of the vitamins of the B group were 
added. The growth factor can be adsorbed on and 
eluted from norit and was soluble in ethanol and butanol. 
Commercial liver preparations, used for the treatment of 
pernicious anaemia, showed considerable activity. The 
factor, however, is unlikely to be identical with the anti- 
pernicious anaemia principle, since this is known to be 
soluble in butanol. The growth factor is retained after 
short periods of heating but is gradually lost when 
extracts are stored in the cold. A similar factor appears 
to be present in fish press water. J. Yudkin 


26. Biochemical Experiments with a Synthetic Pre- 
paration having an Action Antagonistic to that of Pteroyl- 
glutamic Acid 

A. L. FRANKLIN, E. L. T. Stokstap, M. BELT, and T. H. 
Jukes. Journal of Biological Chemistry [J. biol. Chem.] 
169, 427-435, July, 1947. 1 fig., 15 refs. 


Using a similar method to that employed in the 
synthesis of pteroylglutamic acid (folic acid), but with 
a butyric-acid instead of a propionic-acid derivative, 
the authors prepared a crude substance which was 
found to act as an antagonist to pteroylglutamic acid. 
It inhibited the action of pteroylglutamic acid on 
Streptococcus faecalis R and Lactobacillus casei. Fed to 
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rats on a synthetic diet free from pteroylglutamic acid, it 
caused a more severe deficiency of this substance than 
that caused by sulphonamides. The animals grew more 
slowly and had a reduced haemoglobin and reduced white 
cells, especially the granulocytes; the bone marrow also 
showed changes characteristic to pteroylglutamic-acid 
deficiency. Severe necrotic and ulcerative lesions 
appeared in the mouth and on the lips. At the end ofa 
week or two the animals were moribund. The deficiency 
was prevented or reversed by feeding pteroylglutamic 
acid, either with the antagonist or after the onset of signs 
of deficiency. Reversal was accompanied by a striking 
leucocytosis and an enlargement of the spleen. 
J. Yudkin 


27. Metabolic Effects of Manganese. (Stoffwechsel- 
wirkungen des Mangan) 

A. Spmess-BERTSCHINGER. Wiener Zeitschrift fiir Innere 
Medizin und Ihre Grenzgebiete [Wien. Z. inn. Med. 28, 
45-59, Feb., 1947. 10 figs., 32 refs. 


Sterile solutions of manganese sulphate in isotonic 
saline solution, in doses ranging from 0-002 to 50 mg. 
per injection, were given intramuscularly or intravenously. 
The daily parenteral administration of 0-01 mg. manganese 
sulphate for 3 months did not affect the body weight of 
20 patients (10 controls). Doses up to 1 mg. manganese 
sulphate daily did not affect the weight of growing rats 
and guinea-pigs. The daily injection of 0-01 mg. 
manganese sulphate did not affect the basal metabolic 
rate in 6 normal subjects. The fasting blood sugar 
was unchanged when a daily dose of 0-01 to 10 mg. 
manganese sulphate was administered to 20 subjects 
with a normal metabolism, but 4 out of 5 mildly diabetic 
children showed a temporary fall in the fasting blood 
sugar, which was maximal after a daily administration 
of 0-1 to 50 mg. for | to 2 weeks; withdrawal of the salt 
or continuation of treatment for 4 weeks or more was 
followed by a rapid return to pre-treatment values. No 
distinction was observed between the fasting blood 
sugars in insulin-treated diabetes with or without 
manganese sulphate. In the mild diabetic, especially 
after high (SO mg.) intravenous doses of manganese 
sulphate, the blood sugar falls rapidly, reaching a mini- 
mum value within 1 hour, to return to its initial value 
in 2 to 3 hours. Prolonged administration of the salt 
did not effect this finding in 1 subject, although the 
resting blood-sugar level had shown its temporary fall 
and subsequent recovery. Whereas in 10 normal sub- 
jects a single dose of manganese sulphate had no effect 
on the sugar-tolerance curve, in 8 out of 10 normal 
subjects after repeated injections of the salt (in the single 
case illustrated, 0-1 mg. daily for 6 days) a reduced and 
less prolonged hyperglycaemia followed the ingestion of 
100 g. glucose. A similar result was obtained in 1 case 
of hepatic hyperglycaemia. Wo clear-cut effect of single 
or repeated doses of manganese sulphate on the sugar- 
tolerance curve in 3 diabetics or in adrenaline hyper- 
glycaemia was observed. Manganese sulphate does not 
influence insulin hypoglyeaemia. In doses of 0-08 mg. 
daily it induces a-negative nitrogen balance; the urinary 
nitrogen reaches a maximum in 3 to 4 days. The 


increase, which may reach 150% of the initial nitrogen 
excretion, is due chiefly to an increased urea excretion 
and a smaller rise in the excretion of creatinine: uric 
acid excretion is unchanged. No change in the total 
nitrogen of serum or in the albumin-—globulin ratio was 
observed. Within 48 hours of ‘starting manganese 
injections a marked but poorly sustained elimination of 
sodium occurs, reaching a maximum on the second to the 
fourth day and gradually returning to normal values in 
10 days in spite of continued treatment. On the other 
hand, potassium retention is marked; the serum potas- 
sium may rise in about 10 days to as much as-30%, above 
its initial value, but with continued treatment the serum 
potassium falls to a value slightly lower than normal. 
Blood calcium and urinary calcium are unchanged. No 
alteration in the number or morphological character of 
the erythrocytes or leucocytes was observed in man after 
8 weeks’ treatment with manganese sulphate. The 
electrocardiogram also remained unaltered. 
C. C. N. Vass 


28. The Effect of Methionine upon the Urinary Nitrogen 
in Men at Normal and Low Levels of Protein Intake 

R. M. Jounson, H. J. DeveL, M. G. MoreHouse, and 
J. W. MEHL. Journal of Nutrition (J. Nutrit.] 33, 37\- 
387, April 10, 1947. 11 refs. 


It is known from previous work that administration 
of methionine to rats or dogs on a diet low in protein 
spares body protein nitrogen to a greater extent than the 
methionine nitrogen ingested. The authors have tested 
this effect on man. Subjects were put for 10 days on 
diets supplying 2,000 calories and either 75 g. or 14 g. of 
protein. In the former case the subjects were in positive 
nitrogen balance, and in the latter case in negative. 
Diets supplying 1,200 calories and 5 g. of protein, or 
600 calories and 5 g. of protein, were also used. The 
addition of 3 g. of di/-methionine daily produced no 
sparing of body protein as judged by the urinary nitrogen, 
and its sulphur was not utilized. These results differ 
from the earlier ones obtained on rats and dogs. 

H. M. Sinclair 


29. Amino Acids in Nitrogen Metabolism, with Particular 
Reference to the Role of Methionine 

M. BrusH, W. WILLMAN, and P. P. Swanson. Journal 
of Nutrition (J. Nutrit.] 33, 389-410, April 10, 1947. 
4 figs., 17 refs. 


This work has been conducted entirely on rats [which 
have a greater requirement for methionine than has 
man—see Abstract No. 28]. By studying the urinary 
nitrogen excretion when the animals are partially 
depleted of their body reserves of protein the authors 
find that nitrogen is spared to as great an extent by the 
ten essential amino-acids as by egg-protein in an equiva- 
lent amount. Methionine is the most important of. the 
ten, but even then it is less effective than a mixture of the 
ten. From analyses of carcasses, liver, and muscle, 
the authors conclude that the effect of methionine on 
nitrogen metabolism is specific, and that it acts by the 
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synthesis of functional proteins and important meta- 
bolites rather than in the general maintenance of body 
tissues. 

[This work, like that described in Abstract No. 28, 
was undertaken in co-operation with the Office of the 
Quartermaster-General, U.S. Army, but there seems to 
have been little co-operation between the authors; 
whereas the earlier_paper refers to the very relevant 
work on dogs of Allison (1945, 1946) issued in reports 
by the Office of the Quartermaster-General, the present 
paper makes no reference to these reports.] ; 

H. M. Sinclair 


30. Direct Demonstration of the Mobilizing Effect of 
Pituitary Hormones on Reserve Fat. Role of the 
Sympathetic Nervous System. (Démonstration directe 
de l’effet mobilisateur des hormones hypophysaires sur 
les graisses de réserve. Rdle du systeme nerveux 
sympathique) 

G. CLEMENT. Comptes Rendus des Séances de la Société 
de Biologie [C.R. Soc. Biol., Paris] 141, 317-320, April 26, 
1947. 2 refs. 


That metabolism of fat is controlled by the pituitary 
gland is generally recognized, but whether the anterior 
or posterior lobe is mainly concerned has remained 
uncertain. A direct demonstration of the influence of 
both lobes has here been effected in rats. Unilateral 
sympathetic denervation of perirenal and interscapular 
regions was carried out by section respectively of the 
sympathetic branch of the first lumbar nerve and of the 
first five thoracic rami. Subcutaneous injections of 
posterior-lobe extract were made at once and the animals 
were allowed to survive 24 or 48 hours while fasting. 
The fatty deposits of both sides were weighed and total 
fatty constituents determined, also the fatty acids and 
non-saponifiable fats of the liver. With injection of 
anterior-lobe extract the rats, similarly operated on, were 
allowed to survive 4 days, having received injections 
during 3 days and having fasted during the last 24 hours. 
While controls show no difference between the fat of the 
left and right sides, the mobilization of fat in the injected 
animals was much greater on the normally innervated 
than on the denervated side. Both lobes are therefore 
active in this respect. The sympathetic plays an import- 
ant part in the action and seems to be indispensable for 
the use of much of these deposits. D. T. Barry 


31. Demonstration of the Mobilizing Effect of Adrena- 
line on Reserve Fat. Role of the Sympathetic Nervous 
System. (Démonstration de leffet mobilisateur de 
ladrénaline sur les graisses de réserve. Rdle du 
systéme nerveux sympathique) 

G. CLEMENT and G. SCHAEFFER. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris] 
141,°320—322, April 26, 1947. 3 refs. 


It was previously shown that sympathetic nerves con- 
trol the mobilization of fat, and this raised the question 
of the influence of adrenaline on the process. Adult 


-male rats, after a fast of 24 hours, were subjected to 


unilateral denervation, as described in Abstract 30. 
Adrenaline was then injected (2 mg. per kilo), and in 
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6 hours the animals were killed. Examination of the 
fat deposits led to the conclusion that adrenaline has no 
direct action on the mobilization of fat, but has a distinct 
indirect action through the sympathetic. Further, the 
lipo-stimulating action of the, pituitary gland is due to 
its adrenotrophic action. D. T. Barry 


32. A Cytochemical Study of the Responses of the 
Adrenal Cortex of the Rat to Thiamine, Riboflavin, and 
Pyridoxine Deficiencies 

H. W. Deane and J. H. SHaw. Journal of Nutrition 
[J. Nutrit.] 34, 1-19, July 10, 1947. 14 figs., 20 refs. 


This work follows previous studies by Deane and her 
colleagues on the influence of dietary and hormonal 
factors on the morphology and histology of the adrenal 
cortex of the rat. The present paper describes the effects 
of severe deficiency of thiamine, riboflavin, or pyri- 
doxine. Deficiency of thiamine, like that of pantothenic 
acid, caused a stimulation and then exhaustion of the 
zona fasciculata of the adrenal cortex and atrophy of the 
thymus. Cytochemical tests showed that ketosteroids 
had disappeared from the cortex and glycogen had 
decreased in the liver. Similar, but slower and less 
severe, effects occurred during inanition of a comparable 
degree to that produced by the thiamine deficiency. It is 
suggested that deficiency of either of these two vitamins 
brings about the “ adaptation reaction ’’ of Selye. This 
results in an increase of adrenotrophin, which leads to an 
increased production and release of cortical steroids; 
these in turn cause increased protein catabolism and 
involution of the thymus. 

Deficiency of pyridoxine produced a_ transitory 
stimulation of the adrenal cortex and a considerable 
involution of the thymus. The latter, then, can be 
caused by factors other than an increase in corticosterone- 
like hormones. Deficiency of riboflavin resulted only 
in a transitory stimulation of the adrenal cortex. 

J. Yudkin 


33. Riboflavin Excretions and Test Dose Returns of 
Young Women During Periods of Positive and Negative 
Nitrogen Balance 

H. O_pHam, E. Lounps, and T. Porter. Journal of 
Nutrition [J. Nutrit.] 34, 69-79, July 10, 1947. 18 refs. 


Experiments were carried out on 3 women, aged 26 to 
27, for three periods of 10 days each. During the first 
and third periods the average daily intakes of nitrogen 
and riboflavin were 5 g. and 1 mg. respectively; during 
the second period, they were 19 g. and 1-2 to 1:4 mg. 
respectively. The nitrogen balances were usually 
negative during the periods of low-protein consumption 
and always positive during the period of high-protein 
consumption. The excretion of riboflavin varied 


_ inversely with the nitrogen balance, being 40 to 60% of 


the intake with a negative balance and 7% of the intake 
with a positive balance. Similarly, there was an inverse 
relationship in 2 of the subjects between the response to 
test-dosing with riboflavin and the nitrogen balance. 
The excretion of riboflavin in the faeces was unaffected 
by the diet. J. Yudkin 
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34. Oxidative Decomposition of Vitamin A. I. Stability 
of Vitamin A towards Oxidation and Irradiation 

R. A. Botomey. Journal of Biological Chemistry (J. 
biol. Chem.} 169, 323-329, July, 1947. 4 figs., 12 refs. 


Vitamin-A ester and a preparation of shark-liver oil 
were used to study the effect of aeration and of light on 
the stability of the vitamin. Both heat and light increased 
the rate of oxidation of the vitamin; mixed tocopherols 
stabilized the vitamin. Old preparations of the liver oil, 
in which the vitamin potency has been preserved by the 
exclusion of air, are nevertheless not so stable as fresh 
preparations once aeration has begun, because the initial 
lag period of the oxidation is much reduced. The 
stability of this preparation can, however, be restored by 
the addition of tocopherols. Experiments were carried 
out to determine the effect on stability of dilution. The 
preparations were diluted in diethyl ether and in methy- 
lene chloride and left to stand without aeration. It was 
found that there was increasingly rapid loss of the 
vitamin with increasing dilution. Since tocopherols 
reduced this destruction, it appears that here, too, the 
destruction is due to oxidation, probably by dissolved 
oxygen in the solutions. J. Yudkin 


35. Oxidative Decomposition of Vitamin A. II. 
Absorption Spectrophotometry of Oxidized Vitamin A 

R. A. Botomey. Journal of Biological Chemistry [J. 
biol. Chem.} 169, 331-335, July, 1947. 3 figs., 14 refs. 


Absorption spectra were determined on preparations 
of vitamin A subjected to destruction by aeration and by 
dilution and long-standing. With the loss of vitamin 
potency the absorption maxima shifted towards the 
lower wavelengths. From these results and those of 
other workers it is concluded that the decomposition of 
vitamin A is due to oxidation, which is catalysed by light 
and by heat. J. Yudkin 


36. Ascorbic Acid and Acclimatization to Cold Environ- 
ment 

L. P. DuGAL and M. TuHérien. Canadian Journal of 
Research (Canad. J. Res.] 25, sect. E., 111-136, June, 1947. 
17 figs., 16 refs. 


A large increase in the ascorbic acid content has been 
shown to occur in the tissues of the white rat (able to 
synthesize that vitamin) after prolonged exposure and 
adaptation to cold (+4° to —4°C.). The increase in 
ascorbic acid is much smaller if the rats exposed to low 
temperatures receive daily supplements of that vitamin. 
On the other hand, a decrease in ascorbic acid content of 
the tissues has been found in rats unable to adjust them- 
selves to cold environment. From the above results 
obtained with the white rat, it seems that the acclimatiza- 
tion to low temperatures—and not only maintenance of 
life at the same temperatures—requires large quantities of 
ascorbic acid. 

That conclusion was confirmed by experiments with 
guinea-pigs (animals that do not synthesize ascorbic acid); 
the results obtained show that resistance and adaptation of 
the guinea-pig to cold environment depend on the 


amount of ascorbic acid received daily; besides, during 
the process of acclimatization to cold, more ascorbic acid 
is retained in the tissues of the guinea-pigs exposed to low 
temperatures than in the same tissues of control animals 
kept at room temperature; finally, a direct relation has 
been observed between adaptability to cold environment 
and the content of ascorbic acid in the adrenals.— 
[Authors’ abstract.] 


37. Tissue Reserves of Ascorbic Acid in Normal Adults 
of Three Levels of Intake 

J. E. Hanes, A. M. KLOSTERMAN, H. M. HAuck, M. A, 
Devaney, and A. B. Kine. Journal of Nutrition {J, 
Nutrit.] 33, 479-489, April 10, 1947. 1 fig:, 10 refs. 


Tissue stores of ascorbic acid associated with three 
levels of intake were compared during a period of 6 weeks, 
the levels being about 70, 50, and 30 mg. daily. Twelve 
adults were “ saturated’ with ascorbic acid by taking 
200 mg. twice daily for 3 days, and then placed on a diet 
containing about 10 mg. daily and supplemented by a 
single daily dose of ascorbic acid at one of three levels. 
In a fourth experiment a “ synthetic’’ diet containing 
50 mg. of synthetic ascorbic acid was used. After the 
experimental period of 6 weeks the subjects were again 
given 200 mg. twice daily until the daily urinary excretion 
exceeded half the daily test-dose. The renal threshold 
of ascorbic acid was also measured. 

Throughout the experiment the plasma and urinary 
levels of ascorbic acid were measured daily (indophenol 
method). It was found [confirming previous work] that 
depletion of the tissue stores (as judged by plasma levels 
and days required to reach “ saturation’’) varied with 
the intake, being slight with 70 mg. daily and fairly 
marked with 30 mg. The work provides no evidence 
concerning the value of tissue reserves from the standpoint 
of health. H. M. Sinclair 


38. Level of Vitamin A in the Blood and its Relation 
to Dark Adaptation and Other Observations 

M. UL Hassan and L. CHAND KHANNA. Jndian Journal 
of Medical Research [Indian J. med. Res.| 35, 59-79, April, 
1947. 4 figs., 20 refs. 


Dark-adaptation was measured by the biophotometer 
of Jeans and Zentmire, modified in certain respects by 
the authors. Vitamin A and carotene were determined 
in the plasma by the Carr-Price reaction and the Lovi- 
bond tintometer. The subjects, all apparently normal, 
were chiefly students and staff of a college, and numbered 
40 males and 15 females. It is stated that, although there 
was no definite correlation between the level of vitamin A 
in the blood and the results of dark-adaptation, the lowest 
values of vitamin A were more often found associated 
with poor dark-adaptation. Subjects showing poor dark- 
adaptation all improved after the ingestion of vitamin A, 
irrespective of the level of the vitamin in the blood. It 
is claimed that a low level of vitamin A in the blood is 
associated with a high erythrocyte sedimentation rate. 

[Although a great many results are given, many 
important data are not included or are difficult to find. 
There are, however, far more serious criticisms. The 
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_ Estudio experimental en la rata. 


first concerns the technique of measuring dark-adaptation, 
the copious recent literature on which is largely ignored. 
The intensity of the bleaching light is not stated, and it is 
applied for only 3 minutes; the object viewed was of a 
small size, so that visual acuity may often have been the 
limiting factor; measurements were taken only during 
the first 10 minutes, whereas many workers have shown 
that this is the least reliable period; a rheostat was used 
to control the intensity of the test light, so that the 
colour temperature was not held constant; no allowance 
was made for, nor indeed is mention made of, the age of 
the subjects. Neither is mention made of the effect of 
retesting the same subjects without treatment; and, since 
no controls were used, it is impossible to evaluate the 
apparent improvement in some of the subjects after 
administration of vitamin A. A further important 
criticism is of the use of the term “* sedimentation rate ”’; 
in fact, what was measured was the relative plasma 
volume. Further criticisms could be made of the 
interpretation of the values found for the levels of 
vitamin A and carotene in the blood.] J. Yudkin 


39. Absorption and Accumulation of Vitamin A. Experi- 
mental Study in the Rat. Macroscopy and Fluorescence 
Microscopy. (La vitamina A, absorcién y acumulaci6n. 
Macroscopia y 
microscopia fluorescente) 

J.C. Rapice and M. L. Herraiz. Revista de la Asocia- 
cién Médica Argentina [Rev. Asoc. méd. argent.) 61, 
287-292, May 15, 1947. 3 figs., 9 refs. 


Experiments on A-avitaminosis in rats are described; 
some animals were given 55,000 units of vitamin A 
orally at different intervals before they were finally 
killed. Macroscopical observations were made by the 
Wood light. The noses of A-avitaminotic rats showed a 
red or violet fluorescence and the lips were violet. All 
the organs displayed a green-yellow fluorescence on a 
dark-violet background. The fat, especially in the 
abdomen, had a faint fluorescent transparency with a 
gelatinous appearance. Rats which had been given 
vitamin A 24 hours before death showed a yellow 
fluorescence of lips and nose, and a more intense green 
and yellow fluorescence in the organs, especially in liver 
and suprarenal, the abdominal fat also having a yellow 
fluorescence. Froma study of frozen sections the authors 
have arrived at the following conclusions: The jejunum 
3-hours after ingestion of vitamin A showed a sequence 
of fat droplets in the connective tissue of the villi, as if 
the lymphatics were collecting the fat. In rats killed 
24 hours after ingestion the horny layer of the oesophageal 
portion of the stomach was bright green but did not 
fluoresce, and neither did the epithelial layer. In the 
duodenum only the fat droplets in some glands were 
fluorescent. The kidney showed small droplets with a 
green fluorescence in the ascending and descending limbs 
of the loops of Henle, and nothing abnormal in the 


_cortical portion. The suprarenal cortex fluoresced but 


not the medulla. A few fluorescent droplets were 
present in the lungs. Fluorescence in the liver began 
5 to 7 hours after ingestion of the vitamin, reaching a 
maximum intensity within 24 hours, by which time the 
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Kupffer cells showed fat droplets with a green fluorescence. 
Thus, examination with Wood’s light permits animals 
suffering from lack of vitamin A to be differentiated 


' from normal animals, and indicates that the vitamin is 


probably absorbed maximally from the jejunum and stored 
within 5 to 7 hours in the liver, suprarenal, and abdominal 
fat. F. Duran-Jorda 


40. Carotene and Vitamin A Metabolism in Man: 
Their Excretion and Plasma Level as Influenced by Orally 
Administered Mineral Oil and a Hydrophilic Mucilloid 

A. E. MAHLe and H. M. PATToNn. Gastroenterology 
[Gastroenterology] 9, 44-53, July, 1947. 3 figs., 19 refs. 


It is known that carotene absorption depends on the 
presence of fat in the diet. With a fat-free diet only about 
52% is absorbed, whereas 90% is absorbed when the diet 
contains fat. It is also known that the presence of 
mineral oil interferes with the absorption of carotene in 
man; it has also been suggested that mineral oil may 
actually deplete the body of the fat-soluble vitamin A. 

The present investigation was undertaken to study the 
actual effects of the ingestion of mineral oil on the 
absorption of vitamin A and carotene, experiments being 
carried out on 5 healthy male subjects. The subjects 
were fed on a basal diet containing abundant vitamin A, 
and during certain stages there was added either 30 ml. of 
a mineral oil at bed time, or 8 g. of a ‘* hydrophilic 
mucilloid ’’. It was found that the mineral oil diminished 
the absorption of carotene, but that the hydrophilic 
mucilloid did not. The absorption of vitamin A was 
therefore never sufficiently defective to deplete the body 
unless the vitamin A in the plasma was initially abnor- 
mally low. It is concluded that unless the intake of 
vitamin A is very low, or carotene is its chief source, 
or the liver is damaged, there is no need to forbid the use 
of a mineral oil as a remedy in gastro-intestinal diseases. 

J. W. McNee 


41. The Specific Inhibition of Pancreas and Liver 
Esterase. The Coexistence of Lipase and Esterase in 
the Pancreatic Secretion 

P. J. Fopor. Experimental Medicine and Surgery [Exp. . 
Med. Surg.) 5, 140-148, May—Aug., 1947. 2 figs., 6 refs. 


42. Experiments with Delayed Supplementation of 
Incomplete Amino Acid Mixtures 

E. GeiGer. Journal of Nutrition [J. Nutrit.] 34, 97-111, 
July 10, 1947. 4 figs., 28 refs. 


Rats were fed on basal diets containing proteins or 
mixtures of amino-acids, in which tryptophan, methio- 
nine, or lysine was lacking. Some were given the 
missing amino-acid simultaneously with the basal diets, 
while others were given it after an interval of several | 
hours. When the supplement was delayed the animals 
did not grow. It appears that an incomplete mixture of 
amino-acids cannot be stored in the body but is irre- 
versibly metabolized. All the necessary amino-acids for 
protein synthesis are apparently required simultaneously. 

J. Yudkin 
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43. Preparation and Nutritive Value of an Incomplete 
Acid Hydrolysate of Casein 

M. SaHyun, C. F. Kape, and J. HousTON. American 
Journal of Digestive Diseases [Amer. J. digest. Dis.] 14, 
230-235, July, 1947. 4 figs., 5 refs. 


A method is described for the preparation of a hydro- 
lysate of casein. From solutions containing about 6% 
casein and about 1-0 N sulphuric acid it was possible to 
obtain mixtures which had a high proportion of amino- 
acids but which had no antigenic activity when tested on 
guinea-pigs. To these were added 1-2% di-tryptophan, 
1:5°%% dl-methionine, and 7-3% glycine. The resultant 
mixture, given as the sole source of nitrogen in the diet, 
was found to promote satisfactory growth in rats. As 
the sole source of nitrogen for dogs, it maintained 
nitrogen balance when given orally at a level of 110 mg. 
of nitrogen per kilo body weight. It also main- 
tained positive nitrogen balance when administered 
intravenously. J. Yudkin 


44. The Response of Adult and Suckling Rats to the 
Administration of Water and of Hypertonic Solutions of 
Urea and Salt 

R. A. McCance and E. WILKINSON. Journal of 
Physiology [J. Physiol.] 106, 256-263, July 31, 1947. 
14 refs. 


NERVOUS SYSTEM AND 
SPECIAL SENSES 


45. Cerebral Regulation of Motor Coordination in 
Monkeys following Multiple Transection of Sensorimotor 
Cortex 

R. W. Sperry. Journal of Neurophysiology |J. Neuro- 
physiol.] 10, 275-294, July, 1947. 18 figs., 32 refs. 


Multiple intersecting knife cuts were made in the 
cerebral cortex of monkeys throughout the sensorimotor 
arm field with overlap into neighbouring cortical areas. 
These incisions extended roughly through the gray 
matter in a vertical plane so as to interrupt and distort 
all patterns of horizontal intracortical transmission either 
of definite excitations over neuronal pathways or of mass 
intercellular electrical currents. At the same time the 
cuts left intact the interconnections between separated 
cortical points via fibers through the medulla. 

When the incisions were confined to the exposed 
cortex and extended only as deep as the upper third of 
layer VI without encroaching on the white matter, the 
effect on motor coordination was negligible. Only a 
slight and transient depression of function resulted when 
such incisions were extended into the depths of the fissures. 
Symptoms of functional depression became increasingly 
apparent as the incisions, especially in the precentral 
motor area, were made deep enough to invade the 
medulla. Nevertheless, when cuts extending into the 
white matter completely through the transition zone in 
the lower part of layer VI were placed throughout the 
sensorimotor arm area, including the depths of the 
fissures and with extensive overlap into bordering 
cortical fields, no impairment of motor function could 
any longer be detected as early as 34 weeks after opera- 


tion. With the electrostimulable foci for movement of 
shoulder, elbow, wrist, and digits as well as the corre. 
sponding sensory points permanently separated from 
each other as described, there was no incoordination in 
arm and hand movements, reflex, or voluntary, nor did 
brief tests indicate any deficiency in capacity for motor 
learning. Typical motor reactions were elicited by 
electrical stimulation of the partitioned motor area 
following functional recovery, and typical paralysis 
resulted thereafter upon its mass removal. 

The functional symptoms which were observed 
were characteristic entirely of depression and afunction 
rather than of positive disorganization, and they appeared 
to be correlated primarily with invasion of the whole 
matter. 

The results fail to confirm theories of brain function 
which have assumed that horizontal intracortical trans- 
mission either of discrete excitations or of mass field 
forces plays any major or essential role in cerebral 
organization.—[Author’s summary.] 


46. Intramural Vessels in the Retina (Vasa vasorum) 
A. LOEWENSTEIN. Nature [Nature, Lond.] 160, 124, 
July 26, 1947. 1 fig., 1 ref. 


The presence of intramural vessels in the retinal 
arteries and veins was demonstrated in the eyes of man 
and some animals, but not in young healthy human 
beings. These vessels run within the wall parallel to, or 
encircling the lumen. Their purpose may bé to by-pass 
an obstacle in the bloodstream or to provide increased 
nourishment for sclerosed vessel walls. R. Barer 


47. Transient Reception and the Degree of Resonance 
of the Human Ear 

R. J. PuMpHRey and T. Nature [Nature, Lond.] 
160, 124-125, July 26, 1947. 1 fig., 4 refs. 


Evidence is given in support of Helmholtz’s resonance 
theory. The selectivity of a resonator can be described 
in terms of a parameter Q. When Q is small the resona- 
tor is heavily damped; when Q is greater than 25 the 
resonator is lightly damped. It is assumed that the fibres 
of the basilar membrane are lightly damped independent 
resonators arranged like piano wires in ascending order 
of frequency from the apical to the basal end. It is 
further assumed that a definite amplitude of oscillation is 
needed for each fibre to produce an audible sensation. 
Then if the threshold intensities for a continuous pure 
tone and for a pulse of given length are known, Q can be 
determined for the particular frequency. The values of 
Q were determined in 2 subjects for frequencies between 
1 and 10 kilocycles (ke.) per second and for pulses from 2 
to 250 oscillations in length. The value of Q was found 
to be between 200 and 350 from 2-5 to 10 kc., falling to 
50 at 1 ke. It is probable that Q falls to about 10 at the 
extreme apical end of the cochlea. These values of Q are 
adequate to account for the known. facts of fre- 
quency discrimination above 1 kc. Stevens and Davis 
(Hearing, 1938) have suggested that the cochlea is heavily 
damped, but this would require a far finer intensity 
discrimination than is actually found. R. Barer 
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48. Therapeutic Effect of Intravenous Injections of 
Atropine and “ Novocain”. (L’action thérapeutique 
des injections intra-veineuses d’atropine et de novocaine) 
P. Oury. Annales de Médecine [Ann. Méd.| 48, 62-78, 
1947. 


The importance in therapeutics of atropine and 
procaine (“* novocain ”’) has been more fully recognized 
in recent years. This importance is due to their action 
on the autonomic nervous system. The author has come 


_ to the conclusion that, when the two drugs are given 


together, the one reinforces the other and the risk of 
toxic effects is also reduced. He first used the mixture 
in conditions involving the alimentary tract, and has since 
extended its application to a variety of syndromes in 
which he considers a disturbance of function of the 
autonomic system to be the principal cause. While 
belladonna and atropine have long been used as anti- 
spasmodics, the use of procaine for its effect on the 
autonomic system is only a recent development. The 
author claims to be the first to employ the two drugs 
together. 

In general, the dosage used was 0-5 mg. of atropine 
sulphate with 3 to 5 ml. of 1% procaine hydrochloride. 
For the first 2 doses, half this should be given to test the 
patient’s reaction to the drugs. The maximum dose, 
which was rarely used, was 1 mg. of atropine with 6 to 8 
ml. of procaine solution. The injections should be made 
slowly. According to the severity of the symptoms, the 
drugs are given from once a day or more commonly every 
second day to once every 3 to 5 days when improvement 
has begun. The claim is made that the treatment gives 
not a passing stimulation but a true re-establishment of 
the activity of the autonomic system, complete in 
favourable cases after 7 to 10 injections. It is admitted 
that the treatment is of the “* hit-or-miss ” type, and if no 
benefit is apparent after about 4 doses it should be 
abandoned. 

Twenty-one clinical histories, out of 100 or more cases 
treated, are given. They fall into several categories, 
but in few is there any evidence of an organic lesion. 
Thus, out of 12 conditions involving the alimentary tract, 
9 seem purely functional in origin, 1 was a duodenal 
ulcer, 1 a possible gastric ulcer, and 1 a chronic chole- 
cystitis. A single success in a case of vomiting of 
pregnancy is described, though it is claimed that many 
others have been successfully treated by colleagues. A 
case of asthma, resistant to ephedrine, adrenaline, and 
atropine, was treated ineffectively with procaine alone 
but successfully with the combined medication. Two 
cases of precordial pain, apparently functional, were 
cured, and some improvement was obtained in a case of 
old-standing myocardial infarction. In cases of hyper-. 
tension some degree of improvement may be obtained, 
though no change in the blood pressure is to be expected. 
The combination has also been employed with good 
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results in certain psychotic conditions, 2 cases being 
described. A small proportion of failures is admitted, 
but in no case was there any aggravation of the symptoms. 
Comparatively few toxic effects have been observed, but 
only in 1 case were these sufficient to call for discontinu- 
ance of the treatment. Reginald St.A. Heathcote 


49. Studies in New Anticonvulsants 

H. H. Merritt and C. BRENNER. Bulletin of the New 
York Academy of Medicine (Bull. N. Y. Acad. Med.]| 
23, .292-301, May, 1947. 21 refs. 


The authors describe their search for compounds 
effective in controlling or reducing the frequency of 
seizures in epileptics. In tests of over 700 compounds 
some 10% were found to produce a significant elevation 
in the convulsive threshold to electrical stimulation in 
cats. The effective compounds were of six main types: 
barbiturates, benzoxazoles, hydantoins, ketones, oxazo- 
lidinediones, and phenyl compounds with sulphur. 

After toxicity tests, one compound—sodium diphenyl- 
hydantoinate (phenytoin, “ dilantin sodium’”’, epan- 
utin ’’)—was given extended clinical trial and is now 
established as the most effective agent available for the 
prevention of grand mal and psychomotor seizures. It 
is not effective, however, in all patients, and is of little 
value in petit mal. In addition, the administration of an 
effective dose is precluded in some cases by untoward 
side-reactions. Clinical trial of other compounds found 
active in the preliminary tests in cats has been carried out 
mainly in patients refractory to epanutin as well as to 
earlier forms of therapy, including phenobarbitone, 
** mebaral ’’, and the bromides. The results with such of 
these compounds as have so far been given fairly exten- 
sive clinical trial are as follows. 

The compound 5-methyl-5-phenylhydantoin has an 
anticonvulsant activity equal or superior to that of 
epanutin or phenobarbitone, since the seizures were 
either controlled or reduced in frequency in 19 of 26 
patients (73°%%) who were unrelieved by the latter drugs. 
The effects were greatest when the seizures were of the 
grand mal or psychomotor type. Unfortunately the drug 
produces a severe skin reaction in a high proportion of 
patients. Treatment was started in 41 patients, but had 
to be discontinued in 14, on account of the severity of the 
reaction, before its efficacy could be assessed. In 12 of 
the 14 a scarlatiniform or morbilliform rash appeared 
5 to 10 days after treatment was started. The rash 
recurred with readministration of the drug in all but one 
of these. In 2 patients an exfoliative dermatitis appeared 
after about 10 days’ treatment and a severe anaemia 
developed in 1 of these. In 1 other case treatment had to 
be discontinued on account of gastro-intestinal symptoms. 

The administration of 5-isopropylmethyl-5-phenyl- 
hydantoin either alone or in combination with pheno- 
barbitone or epanutin, to 25 patients whose seizures were 
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not controlled with the latter drugs, produced no signifi- 
cant change in the frequency of the attacks. 

Treatment with 5: 5-diphenylenehydantoin was 
started in 43 patients and continued in 36 for a long 
enough period to assess its anticonvulsant effect. Of 31 
patients refractory to phenobarbitone and epanutin the 
attacks were entirely controlled in 3 and greatly reduced in 
5; of 5 who had not previously received any adequate 
treatment, there was complete remission of attacks in 
2 (both of whom had frequent attacks of petit mal and 
grand mal) and a great reduction in frequency in another 
2. In7 of the 43 patients a skin rash appeared 8 to 28 
days after the first dose of the drug. The rash was 
usually morbilliform, occasionally scarlatiniform, and 
was often accompanied by fever, headache, malaise, 
nausea, and vomiting. Administration of the drug was 
resumed in 4 of these patients when the rash had dis- 
appeared, and in only 1 did the toxic symptoms reappear. 
The authors conclude that, while this drug has a definite 
anticonvulsant effect, it is not clearly superior to pheno- 
barbitone or epanutin in patients refractory to these. 
They suggest that its activity should be compared directly 
with that of the latter drugs in a large group of patients 
not previously shown to be refractory to them. The 
compound has no hypnotic action, and its toxic side- 
effects are not serious though frequently manifest. 
Ethylphenylsulphone caused some reduction in the 
frequency of attacks in only 4 out of 25 patients refractory 
to phenobarbitone and epanutin, alone or in combination. 
In no case did the drug afford complete relief, and it is 
not considered superior to the established drugs. 

A. L. Walpole 


50. Metopon Hydrochloride. Methyldihydromorphinone 
Hydrochloride 

COMMITTEE ON DRUG ADDICTION, NATIONAL RESEARCH 
CounciLt. American Journal of Medicine [Amer. J. Med.} 
3, 50-51, July, 1947. 7 refs. 


** Metopon ” hydrochloride is a morphine derivative. 
It differs from morphine chemically in three particulars: 
one double bond of the phenanthrene nucleus has been 
reduced by hydrogenation; the alcoholic hydroxyl has 
been replaced by oxygen; a methyl group has been 
attached to the phenanthrene nucleus. Pharmaco- 
logically it is qualitatively like morphine, but quanti- 
tatively differs from it in all its important actions: its 
analgesic effectiveness is at least double, and its duration 
of action about equal to, that of morphine; it is nearly 
devoid of emetic action; tolerance to it develops more 
slowly and disappears more quickly, and physical 
dependence on it develops more slowly than it does with 
morphine; therapeutic analgesic doses produces little 
or no respiratory depression and much less mental dull- 
ness than does morphine, and it is relatively highly 
effective when given orally. In morphine addicts meto- 
pon appears only partially to prevent signs of physical 
and psychical dependence. Metopon is only available 
in America in capsule form for oral administration, each 
capsule containing 3 mg. The usual dose is from 6 to 
9 mg., to be repeated only on recurrence of pain. 

D. M. Dunlop 
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51. The Effect of Body Temperature on the Duration 
of Barbiturate Anesthesia in Mice 

F. A. FUHRMAN. Science [Science] 105, 387-388, 
April 11, 1947. 7 refs. 


The duration of action of barbitone, pentobarbitone, 
and “* sandoptal ”’ (allylisobutylbarbituric acid) was com- 
pared in mice at two levels of body temperature, 37° 
and 27°C. The action of pentobarbitone and sandoptal 
was greatly prolonged in the cooled mice, but that of 
barbitone was scarcely affected. Barbitone disappears 
from the body by renal excretion, whereas the other 
two barbiturates disappear by tissue inactivation, mainly 
in the liver. The process is probably enzymic and 
therefore delay by cooling would be expected. 

H. M. Adam 


52. Studies on the Local Anesthetic Properties of 131 
Alkylamino Alcohol Esters 

S. Kuna and A. O. SeeLer. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 90, 
181-190, July, 1947. 4 refs. 


One hundred and thirty-one alkylamino-alcohol esters 
have been tested for their properties in surface and 
infiltration analgesia, and for their toxicity and stability, 
Certain of them were found to have desirable local 
analgesic properties, and a compound, 2-cyclopentyl- 
amino-1-propyl p-aminobenzoate hydrochloride, appeared 
to be comparable with procaine and adaptable for surface 
as well as infiltration analgesia. D. M. Dunlop 


53. Study of a New Sedative-Hypnotic Drug 
(3, 3-diethyl-2, 4-dioxotetrahydropyridine) 

S. C. Freep. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.\ 32, 895-900, July, 1947. 


The pharmacology of 3, 3-diethyl-2, 4-dioxotetra- 
hydropyridine was extensively explored in 1940; com- 
pared with barbitone, the margin of safety as recorded 
by the ratio of the LD 50 dose to the ND 50 (or narcotic 
dose for 50% of the animals) was decidedly higher. The 
pyridine compound behaved like a true hypnotic in 
preventing convulsions from strychnine or picrotoxin. 
Clinical trials have now been completed in 183 patients— 
96 suffering from insomnia and the remainder requiring 
day-time sedation because of nervous tension. In the 
first group 66 received 1 tablet of the pyridine compound 
(0-2 g.) at bed-time for 7 nights, but this dose was not 
quite enough to induce satisfactory sleep, since only 16% 
of the patients had excellent results. Double this dose 
(0-4 g.) produced sleep in 32 of 42 patients. The onset 
of sieep usually followed within 30 minutes of taking the 
drug, and the duration of sleep averaged 6 hours. There 
was a complete lack of untoward subjective reactions, and 
this relative freedom from undesirable side-effects offers 
a distinct advantage over the barbiturates. Of the 87 
patients in the second group, 35 received half a tablet of 
the pyridine compound 3 times daily (0-3 g. total dose) 
for 15 days, and 66% recorded satisfactory relief of ner- 
vous tension. Fifty-two patients received 1 tablet 3 times 
daily (0-6 g.) for 21 days, and about 70% had satisfactory 
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results. The incidence of ineffectiveness of the drug 
as a Sedative was about 10%. Blood studies on patients 
receiving 1 tablet 3 times daily did not reveal any un- 
toward effects of the drug on the quality of the blood. 
[Evaluations of this kind are very difficult to carry out 
without bias. It would have been desirable to study 
control patients receiving tablets of, say, sodium chloride 
only to eliminate any tendency to overestimate the value 
of the drug. It is clear, however, that, besides being 
effective as a hypnotic and sedative, it is well tolerated. 
G. B. West 


54. Pharmacodynamic Study of the Action of Amido- 
pyrine on the Smooth Muscle of Intestine and Uterus. 
(Estudio farmacodinamico de la aminopirina sobre la 
musculatura lisa intestinal y uterina) 

J. A. Izquierdo. Prensa Médica Argentina [Prensa méd. 
argent.| 34, 1369-1376, July 25, 1947. 25 figs., 6 refs. 


In various concentrations (1 : 20,000 to 1 : 2,500) 
amidopyrine has an inhibitory action on the smooth 
muscle of the isolated small intestine of the cat, rabbit, 
and guinea-pig, different doses in different parts of the 
intestine diminishing the tone, and the frequency and 
amplitude of the contractions. The drug antagonizes 
parasympathomimetic drugs and histamine. Adrenaline 
does not interfere with its action. Amidopyrine depresses 
the contractions of the duodenum of the intact cat in 
doses of 50 mg. per kilo intravenously and antagonizes 
carbaminoylcholine. These doses are convulsant. In 
the spinal animal, prepared by the bulbar injection of 
2 ml. of 10% procaine, the amplitude of duodenal con- 
tractions is diminished and the tone increased by doses 
of 60 mg. per kilo. The effect of carbaminoylcholine is 
attenuated. 

In low concentration the isolated non-gravid uterus 
of the cat and of the rabbit is stimulated. Low concen- 
trations depress the gravid guinea-pig uterus. High 
concentrations (1 : 1,000) depress the non-gravid cat 
uterus, antagonizing histamine. The drug has a slight 
anti-parasympathomimetic action on the isolated guinea- 
pig uterus and does not inhibit the oxytocic hormone. 
These actions on the smooth muscle of the intestine and 
uterus are due to an unexplained local effect and are 
independent of central nervous connexions. 

; L. P. R. Fourman 


55. Failure of Sodium Salicylate to Inhibit Hyaluroni- 
dase in Vitro 

R. M. Pike. Science [Science] 105, 391, April 11, 1947. 
3 refs. 


In vitro experiments have failed to demonstrate any 
inhibitory effect of sodium salicylate on testicular or 
streptococcal hyaluronidase.. The following tests were 
employed: (a) Addition of sodium salicylate to crude 
bovine testicular extract and broth-culture filtrate of a 
mucoid group A streptococcus. (b) Prevention by sali- 
cylate of the clot formed from mucin by potassium 
hyaluronate. (c) Addition of salicylate to a broth-culture 
filtrate of a non-mucoid group A streptococcus combined 
with a filtrate of a mucoid group A streptococcus. 

H. M. Adam 
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56. The Metabolic Fate of Acetanilid and Other Aniline 
Derivatives. III]. The Role of p-Aminophenol in the 
Production of Methemoglobinemia after Acetanilid 

L. A. GREENBERG and D. Lester. Journal of Pharmaco- 
logy and Experimental Therapeutics [J. Pharmacol.| 90, 
150-153, June, 1947. 6 refs. 


It has been generally assumed either that conjugated 
p-aminophenol forms methaemoglobin or that before 
conjugation p-aminophenol occurs in the blood and in 
amounts sufficient to produce methaemoglobin from the 
circulating haemoglobin. The authors therefore added 
p-aminophenol hydrochloride to freshly drawn oxy- 
genated human blood at room temperature and estimated 
the methaemoglobin produced at frequent intervals. © 
They found that concentrations of p-aminophenol at or 
about 1 mg. per 100 ml. were required to produce 
methaemoglobin in measurable amounts in human blood 
in vitro. Aminophenol is said to be a metabolite of 
acetanilide and other aniline derivatives, but when the 
former substance was administered to 3 human subjects 
in doses of 500 mg. no methaemoglobin was detected, 
although at the end of 1 hour some unconjugated 
p-aminophenol remained in the blood. Hence it is 
concluded that free p-aminophenol may occur in the 
blood in detectable amounts without the formation of 
methaemoglobin. Acetanilide given to a human subject 
in a dose of 0-075 g. produced methaemoglobin but no 
free p-aminophenol. On the other hand, N-acetyl-p- 
aminophenol, another metabolite of acetanilide, in a 
dose of 1-09 g., produced no methaemoglobin although 
nearly 2 mg. per 100 ml. of p-aminophenol was found in 
the blood. 

[The limit of the test for methaemoglobin formation 
in vitro was 1 mg. per 100 ml. of p-aminophenol. The 
concentration -of p-aminophenol found in the blood in 
vivo was just below this limit after 500 mg. of amino- 
phenol, hence methaemoglobin may have been present 
but not in detectable amounts. ] G. B. West 


57. The Comparison of Respiratory Stimulant Drugs 
R. H. Tuorp. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.| 2, 93-99, June, 1947. 
2 figs., 4 refs. 


Guinea-pigs were anaesthetized with thiopentone or 
with pentobarbitone soluble, made up in a solution of 
7-5 mg. per ml. and infused intravenously at a rate of 
about 0-6 ml. per minute. Twenty seconds after cessa- 
tion of respiration the anaesthetic injection was dis- 
continued. The analeptic drug was then injected into 
the vein on the opposite side of the animal in a con- 
centration containing half to one LD 50 of the drug 
per ml.; the rate of infusion was 0-6 ml.-per minute. 
The analeptics caused respiration to start in a few minutes, 
and the amount of drug necessary for this was recorded. 
The animals were kept for 2 hours after the test, and it 
was found that if they survived for this period subsequent 
death was very unlikely. The animal variation was slight, . 
and 10 animals in a group were sufficient to give an 
estimate of the activity of a respiratory stimulant. 

It is found that picrotoxin is the most effective 
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antidote to barbitone anaesthesia, although “ triazol 156”’ 
(hexazole) is only slightly inferior and has the advantage 
that it does not cause muscular twitchings. Leptazol is 
much less effective. Picrotoxin is equally effective against 
short- and long-acting barbiturates, but leptazol is much 
less effective against the long-acting drug; triazol 156 
antagonizes the long-acting pentobarbitone less easily 
than the short-acting thiopentone. G. A. H. Buttle 


58. A Comparison of Certain Digitalis Glycosides 

A. M. Wepp and H. A. Biair. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 90, 211- 
214, July, 1947. 2 figs., 6 refs. 


The most constant action of digitalis on the intact 
animal or on heart-muscle strips is to shorten the interval 
between depolarization and repolarization of the muscle 
membrane with each contraction, and this is shown by 
shortening of the refractory period or of the Q-T interval 
of the electrocardiogram. With strips of turtle ventricle 
a comparative study of this phase of digitalis action has 
been made with ouabain, digitoxin, “ digoxin”, and 
lanatosid C. The effect of each drug was observed in a 
series of concentrations ranging from 0-2 to 2-5 parts per 
million. Usually four or five muscle strips were tested 
with each concentration. The strip was rhythmically 
stimulated for an hour before the drug was added and 
then observed for from 2 to 3 hours. Results were 
expressed as shortening of the Q-T interval in percentage 
of initial length for the various times. It appeared that 
the various glycosides tested were qualitatively and 
quantitatively similar, and that the magnitude of the 
effect was proportional to the concentration of the drug. 

D. M. Dunlop 


59. Studies on the Effect of Repeated Administrations 
of 1-Amino-I-phthalidylpropane Hydrochloride and of 
the Effects of the Drug upon Arterial Blood Pressure and 
Respiration 

C. M. Gruper, A. M. Lupton, and T. M. Scorrti. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 90, 202-210, July, 1947. 5 figs., 7 refs. 


l-Amino-/-phthalidylpropane hydrochloride produced 
no changes in the tissues of otherwise healthy dogs when 
given daily by mouth or intravenously for several months. 
In a few of the animals nucleated red blood cells appeared 
to become more numerous after the drug had been 
administered, but this was not a constant or significant 
result. In doses of 50 mg. per kilo the drug usually 
caused some slowing of respiration in normal, decere- 
brate, and anaesthetized animals, while a second or 
third injection caused complete stoppage of respiration 
in expiration. Aminopyrine (amidopyrine, B.P.), when 
injected intravenously in the same dose, caused a decided 
increase in the rate of respiration, whether the animal 
was anaesthetized or decerebrate. The drug decreases 
arterial blood pressure, though a subsequent increase 
usually occurs, while comparable doses of aminopyrine 
lower the blood pressure. It slows the heart rate— 
an action which is not abolished either by the administra- 
tion of atropine or by vagotomy. D. M. Dunlop 


60. The Influence of Dibenamine (N,N-dibenzyl-8. 
chloroethyl-amine) on Certain Functions of the Sym. 
pathetic Nervous System in Man 

H. H. Hecut and R. B. ANDERSON. American Journal of 
Medicine [Amer. J. Med.] 3, 3-17, July, 1947. 9 figs., 
20 refs. 


“* Dibenamine ”’, a compound related to the nitrogen 
mustards, has been claimed to be an effective blocking 
agent for the adrenergic system in animals. In view of 
the clinical usefulness that such an agent would have, a 
study was made at the University of Utah Medical 
School of the effect of its administration to 54 patients, 
Only the intravenous route was found to yield consistent. 
results. Not more than 4 to 6 mg. per kilo body weight 
was tolerated, and transient toxic reactions almost 
invariably occurred. The most remarkable of these was 
a psychic disturbance consisting of mental confusion and 
hallucinations with a peculiar disturbance of time sensa- 
tion but with full insight into the abnormal mental state, 
The pharmacological action of dibenamine extended over 
24 hours at least. In some patients the response to 
standard sympathetic stimuli was altered for several days 
after a single injection. After the administration of 
dibenamine some of the excitatory effects of sympathin, 
released by stimulation of the adrenergic system, were 
altered or appeared to be completely blocked when the 
patient was at rest, when he performed standard exercises, 
or was given sympathomimetic compounds intravenously, 
Some of the expected responses to the administration of 
adrenaline remained unchanged or, in the case of its 
hyperglycaemic effect, appeared to be potentiated by 
dibenamine. The action of the compound appears to 
be specifically directed against certain excitatory effects 
of adrenaline, but it cannot be regarded as an inhibitor 
of the sympathetic system in all respects. In the doses 
which can be safely administered to man dibenamine is 
regarded as an interesting pharmacological agent but 
appears to have limited therapeutic possibilities. 

D. M. Dunlop 


61. A Pharmacological Evaluation of Dihydroergot- 
amine Methanesulfonate (D.H.E.45) 

O. S. OrTH and G. Ritcuie. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 90, 166- 
173, June, 1947. 2 figs., 13 refs. 


The clinical efficacy of dihydroergotamine methane- 
sulphonate (DHE) in the treatment of migraine has 
been known since 1942, and the advantage of this com- 
pound over ergotamine tartrate has been stated to be the 
reduction of side-reactions. This phenomenon has been 
studied again, chronic toxic effects being included in the 
study. 

On rats, neither an acute nor a chronic toxic dose of 
DHE could be determined. A solution containing 
0:1% of DHE did not permit the administration of 
enough of the drug to constitute an acute toxic dose. 
Daily administration of from five to twenty times as 
much DHE as ergotamine was continued for two to 
three times as many days without the production of 
gangrene in the tails of any of the rats treated with DHE, 
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in contrast to the production of gangrene in the tail of 
every animal treated with ergotamine. In rabbits, doses 
of 35 mg. of DHE per kilo were not lethal. Vomiting 
was produced regularly in adult dogs receiving 0-4 mg. 
per kilo intravenously. The observation that DHE 
lacks oxytocic action was confirmed. In dogs, when 
adrenaline (0-01 mg. per kilo) was given after a single 
dose of 0-4 mg. of DHE per kilo there was a rise but 
no subsequent fall of blood pressure below the initial 
level. With divided doses variable results were observed. 
Cardiac irregularities in dogs and monkeys were prevented 
by a premedicating dose of 0-4 mg. of DHE per kilo. 
Histological studies indicated that DHE (up to 20 mg. 
per kilo) caused no characteristic or significant changes 
in the spleen, liver, kidneys, heart, or lungs of rats. 
G. B. West 


ANTIBIOTICS 


62. The Routine Examination for Antibiotics Produced 
by Moulds 

N. G. HeATLey and F. J. PHitpot. Journal of General 
Microbiology [J. gen. Microbiol.] 1, 232-237, June, 
1947. 36 refs. : 


Many moulds have now been shown to produce 
antibacterial substances, and in the case of aspergilli and 
penicillia various strains are found to elaborate the same 
inhibitory metabolite. Three main ways are given for 
identifying the product(s) of a given strain: study of the 
antibacterial spectrum ”’ of the metabolite, screening 
by organisms sensitive to known antibiotics, and checking 
by derived strains of the same organisms possessing an 
induced resistance to them, and by direct comparison, 
chemical and bacteriological, of the unknown with known 
antibacterial mould products. 

Choosing the third approach as more specific than the 
first, and simpler than the second, the authors present a 
scheme for the routine qualitative analysis of a mould 
product. This is based on the characteristics of fourteen 
known antibiotics, in relation to stability and ether—water 
partition at different pH, relative activity towards 
Staphylococcus aureus and Bacterium coli, colour 
reactions, and certain supplementary specific tests. The 
degree of specificity of the various analytical reactions 
is indicated, and references to further published tests are 
given. G. I. C. Ingram 


63. Production of Antifungal and Antibacterial Substances 
by Fungi; Preliminary Examination of 166 Strains of 
Fungi Imperfecti 

P. W. BRIAN and H. G. HEeMMING. Journal of General 
Microbiology [J. gen. Microbiol.) 1, 158-167, June, 
1947. 34 refs. 


The antagonisms of 166 strains of fungi imperfecti were 
examined by surface and immersed growths, mainly with 
the object of detecting antifungal substances, although 
bacterial antagonisms were also sought. 

On agar plate cultures (glucose—peptone—meat extract 
and salt) streakings were made of spores or mycelial 
transplants of the fungus to be examined, and after 


incubation for 4 days at 25° C., 24-hour broth cultures 
of a Staphylococcus aureus and a Salmonella typhi and 
a suspension in sterile broth of cell material of the animal- 
pathogenic fungus Edomycopsis albicans were streaked 
at right-angles to the advancing edge of the fungus 
colony. The preparation was incubated for a further 
24 to 28 hours at 37° C., and examined for the presence 
and the extent of “‘ cleared zone ”’ in the second platings. 

From fluid cultures of moulds in various media 
(Weindling, Weindling N, Czapek-Dox, Raulin-Thom, 
and corn steep, and also Barham and Smits’s high-sugar- 
content medium) samples were made after 6, 8, 10, and 
12 days. The samples were bulked, filtered, and assayed 
for antifungal activity by the Botrytis allii spore- 
germination technique, and for antibacterial activity by 
serial dilution technique against Staph. aureus, growth 
being estimated turbidimetrically. 

A table shows the principal findings. Only in some 
cases is the nature of the growth-inhibiting substance 
already known. About one-third of the strains examined 
showed antifungal activity. 

[This will be a valuable reference paper for workers 
in this field.] G. I. C. Ingram 


64. Microbic Antagonism: Filtrates of Actinomyces 
griseus and their Antitoxic Properties; Strepto- 
mycin Solutions and their Stability; Action of Formol. 
(De lantagonisme microbien. Etude éxperimentale. 
Les filtrats d’Actinomyces griseus et leurs propriétés 
antidotiques. Les solutions de streptomycine, leur 
stabilité, action du formol) 

G. RAMON and R. RicHou. Revue d’ Immunologie et de 
Thérapie Antimicrobienne [Rev. Immunol.] 11, 5-21, 1947, 
16 refs. 


Filtrates of Actinomyces griseus rapidly reduce the 


’ haemolytic activities of filtrates of Staphylococcus and 


the lethal activity of filtrates of Corynebacterium diph- 
theriae. This ** antitoxic ’’ activity is destroyed by heat- 
ing to 75° C. for half an hour (Staphylococcus filtrates) or 
160° C. for half an hour (C. diphtheriae filtrates), but is 
unaffected by treatment with 0-03% formalin. Human 
serum does not affect the activity against Staphylococcus 
filtrates, but abolishes activity against filtrates of C. 
diphtheriae. Both rabbit and horse serum greatly delay 
activity against Staphylococcus filtrates; human cerebro- 
spinal fluid has no affect. The antibiotic activity of 
filtrates of A. griseus is unaffected by prolonged treatment 
with formalin. C. L. Oakley 


65. A Simple Plate Method for Multiple Tests of the 
Antibacterial Activity of Many Bacteria against Other 
Bacterial Strains 

N. G. Heatiey. Journal ef General Microbiology {J. 
gen. Microbiol.] 1, 168-170, June, 1947. 1 fig., 5 refs. 


A nutrient-agar plate filled to a depth of 5 to 6 mm. is 
covered with a sterile cellophane disk (not the water- 
proofed variety), and, after drying, parallel streaks of the 
organisms to be tested for antibacterial activity are 
sown across the surface. After suitable incubation the 
cellophane is stripped off, leaving a sterile agar surface 


al of 

igs., 

gen 

king 

of 

e, a 

lical 

nts, 

tent. 

ight 

nost 

was 

and | 

nsa- 

ate, 

ver 

to 

lays 

vere 

the 

Ses, 

sly. 

of 

its 

by 
to 

>cts 

itor 

> is 

but 

ot- 

gy 

ne- 

1as 

m- 

the 

en 

the 

of 

ng 

of 

se. 

as 

to 

of 

E, 7 


20 PHARMACOLOGY AND THERAPEUTICS — 


on which the susceptible organisms may be sown in 
parallel streaks at right-angles to the first series, and the 
plate incubated again. If an antibacterial substance was 
produced by any of the first group of organisms, and was 
able to diffuse through the cellophane, susceptible 
organisms will fail to grow on the agar immediately 
beneath the inimical culture. 

[Reference should be made to the original paper for 
various technical details. A method is also described 
for sowing the streaks which would seem to be an 
improvement on the usual loop technique for this 
purpose. ] G. I. C. Ingram 


PENICILLIN 


66. Penicillin-resistant Staphylococci: Mechanisms in- 
volved in the Development of Resistance 

W. W. Spink and V. Ferris. Journal of Clinical Investiga- 
tion [J. clin. Invest.] 26, 379-393, May, 1947. 3 figs., 
40 refs. 


Apart from natural resistance, the authors believe that 
two kinds of acquired resistance to penicillin can be 
demonstrated in staphylococci. !f contact with “the 
drug takes place solely on artificial media, very high 
degrees of resistance can be obtained by exposure to 
increasing concentrations, but the resistance tends to 
diminish on further subculture in media not containing 
penicillin. A penicillinase is not produced. The authors 
regard the mechanism of this type of resistance as obscure, 
but think that it is probably of little consequence clinic- 
ally, both because of its temporary nature and because 
such strains lose their pathogenicity. On the other hand, 
staphylococcus cultures taken from patients before and 
after unsuccessful penicillin treatment may show an 
increased resistance to the drug on the second isolation. 
This is similar to “* natural resistance ” in that the strain 
now produces a penicillinase, and in that the resistance 
is not diminished by serial subculture on artificial media. 
[All this rests on the assumption that the second strain is 
directly descended from the first, the alternative being 
that the original strain has been replaced by a “ naturally 
resistant ’’ strain; neither theory is susceptible of proof.] 
The authors regard this type of resistance as due to the 
“ favouring ”’ of resistant variants; its clinical importance 
is obvious. 

The essentially new work in this paper deals with these 
resistant strains obtained from cases in which penicillin 
treatment had been a clinical failure. With one such 
strain the authors found that the penicillin-resistance 
could be further greatly increased (a rise of minimum 
inhibitory concentration (M.I.C.) from 0-8 unit per ml. 
to 60 units per ml.) by serial exposure to rising penicillin 
concentrations in vitro, and that this acquired increase 
in resistance was not lost by further subculture in the 
absence of penicillin. Another such culture was passed 
serially in a penicillin-free medium (Gladstone’s synthetic) ; 
the M.I.C. was found to have increased from 2 units per 
ml. to 60 units per ml., and the potency of the penicil- 
linase was also found to have risen. A third such strain 
was subcultured daily for 40 days in parallel in tryptose— 
phosphate broth with and without penicillin, after which 


the M.I.C. of the two substrains had risen from 20 units 
to 600 and 400 units per ml. respectively. The increase 
in resistance was maintained through repeated subcultures 
in penicillin-free media over a period of 6 months. 

The penicillinase here demonstrated was an intracellular 
component and obtained by Kirby’s adaptation of 
Harper’s extraction. The investigation of *“ natural 
resistance ** was made on strains isolated before penicil- 
lin was clinically available (1942), and stored cold. 

[This is an important paper, and contains much detail 
impossible to abstract. For instance, an attempt was 
made to establish a quantitative relation between the 
resistance of a strain and the potency of the penicillinase 
it produces, but the authors’ techniques do not satis- 
factorily distinguish between a strain which is inherently 
resistant and one whose individual cells are sensitive but 
which produces a penicillinase (see Luria, Proc. Soc. exp, 
Biol. N.Y., 1946, 61, 46). “However, the account of this 
part of the investigation is not without value.] 

G.I. C. Ingram 


67. Simple Microdetermination of Penicillin in Blood 
and Other Body Fluids. 
van penicilline in bloed en andere lichaamsvochten) 

W. R. O. Gostincs. Nederlandsch Tijdschrift voor 
Geneeskunde [Ned. Tijdschr. Geneesk.] 91, 1542-1545, 
June 14, 1947. 6 refs. 


The usual methods of macro-determination of the 
titre of penicillin in body fluids require at least 0-5 ml. 
of fluid; in the case of blood the quantity needed is | ml. 
The hitherto described micro-methods are laborious and 
technically difficult. A simple method, necessitating 
only a few drops of fluid, is presented in this paper. The 
description which follows concerns the determination of 
penicillin in plasma, but the technique can be applied 
to any fluid. The blood to be tested is collected from a 
finger-prick into a capillary pipette which has been 
rinsed with a 10% solution of “ liquoid Roche ’* and which 
contains a small quantity of it. It is then poured into a 
small tube and kept in an icebox until the plasma has 
sedimented. The dilution series are made in eight minia- 
ture cups of a tray resembling that used by Schueffner 
et al. for leptospiral agglutination. Two drops of 
plasma are deposited with a pipette in the first cup. The 
pipette is then rinsed with a sterile solution of sodium 
chloride and used to place 2 drops of the diluting medium 
into each of the eight cups and also into a ninth, which 
serves as control. The diluting medium consists—in 
accordance with Abraham and Duthie’s (Lancet, 1946, 
1, 455) postulates—of a 1 in 1,000 solution in bouillon 
(pH 6-5) of an 18-hour-old haemolytic streptococcus 
culture, to which 5% defibrinated sheep or human (Group 
O) blood has been added. After stirring the contents 
of the first cup with the end of the pipette, 2 drops from 
the first cup are transferred into the second, then 2 drops 
from the second into the third, and so on until the eighth 
cup is reached; the contents are stirred before each 
collection. The dilution in the cups can be expressed by 
the formula 1 : 2”, n corresponding to the serial number 
of a given cup. The lowest n of the cup in which 
haemolysis occurs provides the key to the determination. 
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of the titre of penicillin. If greater precision is required, 
a second dilution series can be made with the remaining 
cups of the same tray (the tray described here contains 
22 cups altogether); this time 3 drops of plasma instead 
of 2 are deposited in the first cup; the subsequent 
procedure is the same as above. Here the dilution 
formula will be 1 : 3x 2(1"). The haemolytic power of 
the diluting medium is then determined with a solution 
of penicillin of a known titre. When the dilution series 
are completed the tray is put into a sterile Petri dish lined 
with a moist filter paper. The dish containing the tray 
is incubated at a temperature of 37° C. for 12 to 16 hours, 
after which the reading can be made. 

[The abstracter uses the dilution formulae for brevity, 
to express the lengthy geometrical progression of the 
text.] A. Lilker 


68. A Water-soluble Preparation for Prolonging Effective 
Penicillin Levels in Body Fluids 


L. Loewe, H. B. Erper, E. ALTURE-WERBER, and M. K. — 


Sore. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.} 32, 832-836, July, 1947. 1 fig., 18 
refs. 

A new water-soluble penicillin preparation has been 
studied in great detail. The formula is as follows: 


crystalline sodium salt of penicillin G (300,000 units), ” 


180 mg.: ephedrine sulphate, 25 mg.; adrenaline (epin- 
ephrine) dihydrochloride, 1 mg.; eucupine dihydro- 
chloride, 1 mg.; gelatin-dextrose mixture, 800 to 1,200 
mg. On the addition of 2 ml. of distilled water the 
powder dissolves readily at room temperature. The 
final pH is 6-0, the optimal value for retaining penicillin 
stability. The blood levels of 24 consecutive patients 
showed measurable amounts of penicillin up to 24 hours 
after a single dose of 300,000 Oxford units in the gelatin— 
dextrose preparation subcutaneously or intramuscularly. 
The average blood penicillin levels were at a peak during 
the initial 8 to 13 hours (0-08 to 1-91 Oxford units per ml.), 
and then tapered off to a level (0-015 Oxford units per ml.) 
‘which is still bacteriostatic for many of the ordinary 
infecting organisms. This penicillin preparation was 
non-toxic and was free from local reactions. The great 
advantage of this water-soluble material is that the 
penicillin action is prolonged and the frequently repeated 
intramuscular injections so necessary with many aqueous 
solutions are obviated. The preparation retained its 
stability at room temperature for more than a year. 
[The result is extremely promising, but more than 24 
subjects must be studied.] G. B. West 


69. Influence of Protein-binding on the Interpretation 
of Penicillin Activity in Vivo 

R. Tompsett, S. SCHULTZ, and W. McDermott. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.) 65, 163-172, 
June, 1947. 6 figs., 8 refs. 


Experiments have been undertaken with four crystal- 
line penicillins in an attempt to correlate their anti- 
bacterial activity with serum levels and the proportion of 
penicillin bound by protein. The penicillins employed 
were X (p-hydroxybenzylpenicillin), G (benzylpeni- 


cillin), dihydro F (n-amylpenicillin), and K (n-heptyl- 
penicillin). The penicillins were administered intra- 
muscularly to healthy adults in single doses of 300,000 
units. Assays in serum were performed by a tube 
dilution method, Streptococcus pyogenes being used as 
the test organism. The lowest concentration of the four 
penicillins measurable in serum varied from 0-05 unit per 
ml. of penicillin X to 0-4 unit per ml. of penicillin K. 
The serum concentrations of all four penicillins were 
similar in the first 4 hours, and the authors could not 
confirm previously reported observations that higher 
and more prolonged serum concentrations are obtained 
by penicillin X and lower and less prolonged concentra- 
tions by penicillin K. During the period when all the 
penicillins were present in measurable concentrations no 
difference was found other than a lower peak for peni- 
cillin K about 15 minutes after injection. The authors 
found that the sensitivity of two common test organisms, 
Streptococcus pyogenes and Staphylococcus aureus, 
varied in different concentrations of serum—an effect 


‘which was presumably due to binding penicillin to 


albumin; and it was shown that previously reported 
differences between penicillins X and K were probably 
artificially created by differences in the antagonistic action 
of serum on penicillin during the actual assay procedures. 
With penicillin K the serum concentration was main- 
tained during the first hour; alterations in the renal 
excretion caused by protein-binding might contribute 
to this phenomenon, and it is suggested that the mechan- 
ism of removal of penicillin K by the kidneys was- 
different from that observed with other penicillins. 
Results on penicillin dihydro F in human subjects are 
given for the first time; this penicillin in general exhibited 
a higher degree of binding than penicillin G, and its 
lowest measurable level in serum was intermediate 
between those of penicillins G and K. , R. Wien 


70. Methods of Penicillin Production in Submerged 


Culture on a Pilot-plant Scale 
J. J. Gorpon, E. GRENFELL, E. KNOWLES, B. J. LEGGE, 
R. C. A. MCALLISTER and T. Waite. Journal of 
General Microbiology [J. gen. Microbiol.] 1, 187-202, 
June, 1947. 9 figs., 13 refs. 


The authors have designed a 50-gallon (225 litres) fer- 
mentation vessel for investigating the metabolic processes 
(including “* antibiotic’ formation) of micro-organisms 
grown in submerged culture. They have also developed 
a method of extracting penicillin from broth, based on 
solvent transfer, which reduces the time of contact of 
penicillin with acid so that reasonable yields are obtained 
by extraction at room temperature. The fermentation 
vessel is described in detail, and the authors’ methods are 
given for avoiding contamination during seeding and 
sampling, by built-in steaming apparatus. A number of 
curves are shown relating mould metabolism to different 
strains of Penicillium chrysogenum, different sizes of 
inoculum, and different media. , 

[This is a highly technical paper and its principal 
value will be for those engaged in penicillin production, 
both on a laboratory or “ pilot’ and on a commercial 
scale.] G. I. C. Ingram 
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71. Microbiological Aspects of the Submerged-culture 
Production of Penicillin on a Pilot-plant Scale 

E. GRENFELL, B. J. Lecce, and T. Wuite. Journal of 
General Microbiology [J. gen. Microbiol.] 1, 171-186, 
June, 1947. 2 figs., 20 refs. 


It was found that in penicillin production on a pilot- 
plant scale contamination was greatly reduced by 
establishing a “ sterile room ” in which the staff observed 
full sterile precautions, and in which the air was sub- 
jected to mechanical filtration and ultraviolet irradiation. 
Master cultures of Penicillium strains were maintained in 
sterile soil, where they were found to preserve well their 
penicillin-producing capacity and to show a low variation 
rate. Transferring the organisms thereafter to a rye- 
grain substrate gave a convenient method of securing a 
high yield of spores for large-scale inoculation. Methods 
are described for checking the “* purity ’’ of strains, their 
penicillin-producing capacity, and spore viability. 
Various modifications are given for the cup-plate 
penicillin assay technique, and a quick fluid-medium 
assay method is described. 

[General workers will probably find most interest in 
the part of this paper dealing with assay. In view of the 
large number of estimations the authors have obviously 
made, it is a great pity that a full statistical analysis of 
the error of the two methods is not presented, on the 
lines of that given by Heatley (Biochem. J., 1944, 38, 61). 
Without such information it is difficult to evaluate 
precisely the “* overall ’’ significance of the various error 
factors described. However, there are other grounds for 
believing these factors to be important, and this is a formal 
attempt at their quantitative assessment. So far as can 
be ascertained by replotting from the authors’ curve 
for the effects of varying the volume of solution placed 
in the cups, the expected linear relation seems to obtain 
between assay value and log volume for a constant penicil- 
lin concentration. This should be reinvestigated by the 
deep agar method of Hayes (J. Path. Bact., 1945, 57, 
457), which simplifies the physical relations at low-assay 
levels. This point is of importance, as earlier workers 
have stated that the assay value was not affected, within 
certain limits, by the volume run into the cups.] 

G. I. C. Ingram 


72. Pulmonary Embolism Caused by Penicillin—Oil— 
Beeswax. An Experimental Investigation, with Report of 
a Near-fatal Case 

P. K. Bonpy, W. H. SHELDON, and H.S. WEENS. Ameri- 
can Journal of Medicine [Amer. J. Med.] 3, 34-43, July, 
1947. 11 figs., 11 refs. 


A case is reported of lipid pulmonary embolism 
following the accidental intravenous injection of 2 ml. of 
penicillin in beeswax and oil. Although recovery took 
place the patient’s symptoms were much more severe 
than would have been expected after such a small injec- 
tion of oil. Experiments were therefore carried out in 
an attempt to explain the severity of the clinical picture. 
Different groups of rabbits were injected intravenously 
with 0-05 ml. per kilo body weight of (1) penicillin in 
peanut oil—beeswax; (2) peanut oil—beeswax without 


penicillin; (3) peanut oil alone; (4) an aqueous solution 
of penicillin alone. In another set of rabbits the lethaj 
dose of the oil-beeswax mixture was compared with 
that of peanut oil alone. Necropsy was performed on 
all the animals, whose lungs were subjected to histologica] 
examination. Such experiments indicated that the 
severity of the reaction in the human subject was due 
(1) to the viscosity of the oil—-beeswax mixture, which 
caused it to block large branches of the pulmonary artery, 
whereas the more fluid peanut oil alone passes through 
the larger vessels and is trapped only by the capillaries: 
(2) to the severe inflammatory reaction elicited by the 
beeswax, which does not occur with peanut oil alone 
and which may produce delayed symptoms. Penicillin 
itself did not appear to influence the location or character 
of the emboli. These studies indicate that the greatest 
precautions should be taken to prevent the accidental 
«intravenous administration of oil-beeswax preparations, 
since the danger involved is greater than when ordinary 
oily preparations are involved. Patients suspected of 
having had an oil—beeswax mixture injected intra- 


venously should be admitted to hospital and observed ° 


for 3 days before the possibility of a severe late reaction 
is discarded. D. M. Dunlop 


STREPTOMYCIN 


73. Recovery of Streptomycin from Urine. 
tion de la streptomycine dans les urines) 

A. LAMENSANS, F. Boyer, and —. GREHIER. Annales de 
l'Institut Pasteur [Ann. Inst. Pasteur] 73, 608-611, June, 
1947. 2 figs., 1 ref. 


(Récupéra- 


In view of the fact that commercial streptomycin is 
still in short supply and is sometimes very difficult to 
obtain, experiments were undertaken on the recovery 
of the drug from urine of a few patients treated with this 
preparation. Recovery was effected in three stages: 
(1) adsorption of streptomycin by activated charcoal 
followed by purification and concentration of the extract 
so obtained; (2) precipitation of streptomycin by 
acetone followed by washing and drying of the pre- 
cipitate; and (3) preparation of solutions for injection. 
The whole procedure, starting with the collection of 
urine, is described in some detail. It is claimed that at 
least 25% of the original amount of the drug given to the 
patient can be recovered from his urine by this method. 
Animal experiments with mice infected with virulent 
cultures of streptococci and Bacterium coli showed that 
the drug recovered from urine had the same bactericidal 
efficacy as the commercial preparation. H. P. Fox 


74. Mechanism of the Antibiotic Effect in vitro of 
Streptomycin on Bacterium coli. (Mécanisme de 
l’activité antibiotique in vitro de la streptomycine sur 
l’ Escherichia coli) 
C. Levapitt and J. HENRY. Revue d’Immunologie et de 
Thérapie Antimicrobienne [Rev. Immunol.] 11, 22-31, 
1947. 8 figs., 1 ref. 


Twenty-four-hour cultures of Bacterium coli ‘diluted 
1 in 100 in Truche broth to which varying amounts (5 to 
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40 units) of streptomycin have been added show the 
following sequence of changes: (1) Latent period without 
growth or morphological change. (2) Transitory 
growth of organisms. (This, though to be expected on 
theoretical grounds, is hardly ever seen.) (3) Phase of 
polymorphism; the organisms show shortening and 
rounding off, or irregularity of shape, but continue to 
stain black by silver-impregnation methods (Fontana- 
Tribondeau). (4) Development of anargyrophilia; in 
this phase the organisms stain yellow by silver-impregna- 
tion methods, passing through an elongated form with 
bipolar black staining to uniform empty-looking stro- 
mata. (5) If the concentration of streptomycin is low, 
occasional normal-staining forms of B. coli may be seen 
is stage 4, and these may later show delayed growth. 
They are more resistant to streptomycin than the original 
culture. Killed cultures of susceptible strains of B. coli 
show none of these changes. 

Examination of cultures containing streptomycin 
shows that no growth can be obtained from them after a 
period depending on the concentration of streptomycin; 
the higher the concentration of streptomycin the sooner 
do the cultures become sterile. Sterilization of cultures 
occurs at roughly the same time as the development of 
polymorphism, and precedes that of anargyrophilia. 
There is no evidence of bacteriostatic activity, only of 
bactericidal power. C. L. Oakley 


75. Mechanism of the Antibiotic Effect of Strepto- 
mycin with Reference to Bacillus subtilis. (Mécan- 
isme d’action antibiotique de la streptomycine a l’égard 
du Bacillus subtilis) 

C. Levapiti and J. HENry. Revue d’Immunologie et de 
Thérapie Antimicrobienne [Rev. Immunol.] 11, 32-39, 
1947. 7 figs. 


Experiments and observations similar to those referred 
to in Abstract No. 74 show that the action of strepto- 
mycin on Bacillus subtilis is similar to its action on 
Bacterium coli. C. L. Oakley 


SULPHONAMIDES 


76. The Treatment of Sulphonamide-resistant Condi- 
tions with Mixtures of Sulphonamide Compounds with 
Urea. (K sompocy o Tepanuu 
ycToHumMBEIx sa6oneBpaHHi cMeCcaMM 
MHHbIX C 

A. L. Yupees and J. Y. Postovsky. Knuyuyeckaa 
MenuuuHa [Klin. Med., Mosk.] 25, No. 1, 65-69, 
1947. 18 refs. 


The authors have investigated the therapeutic effect of . 


mixtures of sulphonamides with urea, as compared with 
that of sulphonamides alone. Two mixtures were used: 
(1) 80% urea, 15% sulphanilamide, 5% sodium sul- 
phathiazole; (2) 80° sulphanilamide, 15% urea, 5% 
sodium sulphathiazole. They were used in an unstated 
number of cases of osteomyelitis and compound fracture, 
both locally and by mouth [details of dosage are not 
given]. The first mixture gave better results than did 


sulphonamides used alone; the second mixture was less 
effective. 

A mixture of sodium sulphathiazole (80%) and urea 
(20°) was tried on 11 cases of septicaemia; 30 ml. of a 
15% solution was given intravenously over a period of 
4 to 10 days together with 4 g. sulphathiazole daily. 
Two cases recovered; the mixture was considered to be 
more effective than were sulphonamides given without 
urea. Favourable results were also noted in 56 cases of 
suppurative conditions in veterinary practice. 

[No case histories are given in support of the above 
claims and no control series were observed.] 

D. J. Bauer 


77. Urinary and Faecal Excretion of Sulfanilamide 
Derivatives after Oral Administration to Rats 

E. Taytor, F. H. SNyper, and F. W. Oserst. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.| 90, 154-160, June, 1947. 28 refs. 


The route of excretion of several known and twenty 
previously unreported sulphanilamide derivatives has 
been determined after oral administration to adult 
albino rats. As is well known, sulphanilamide and 
sulphabenzamide are excreted principally in the urine, 
and sulphasuxidine appears almost entirely in the faeces, 
while sulphaguanidine is fairly equally distributed. Of 
the new compounds, only one, 2-(4-aminobenzene- 
sulphonyl) acetamide—not a true sulphonamide— 
appeared primarily in the urine; a second compound, 
N-(4-acetylaminobenzenesulphonyl)-N-methyl-2-phenyl- 
propylamine, was excreted equally in urine and faeces, 
while ten more appeared largely in the faeces, indicating 
poor absorption. All doses used were about 500 mg. per 
kilo. Acetylation in the N-4 position generally increased 
the rate of absorption of a compound otherwise poorly 
absorbed. Introduction of the tartaryl or diacetyltartaryl 
group in the N-4 position appeared to have the same effect 
as the introduction of the succinyl radical, causing a 
marked increase in absorption from the intestinal tract. 

G. B. West 


TOXICOLOGY 


78. Protective Action of p-Aminobenzoic Acid against 
Certain Bismuth Preparations 

E. Voss and A. L. Tatom. Journal of Pharmacoiogy and 
Experimental Therapeutics [J. Pharmacol.| 90, 161-165, 
June, 1947. 8 refs. 


It is known that p-aminobenzoic acid exerts a protective 
action against lethal doses of organic arsenicals and 
antimonials, but not against inorganic arsenic and tartar 
emetic. Adequate doses of p-aminobenzoic acid ad- 
ministered simultaneously with, or at time intervals up 
to 3 hours before, an arsenical injection confer significant 
protection. The authors, endeavouring to find an 
explanation of the way in which protective activity may 
be conferred, carried out urine tests on rats. As a result 
of many experiments no significant change in the output 
of arsenic by rats receiving p-aminobenzoic acid was 
observed, if the dose of arsenic (“‘ carbarsone *’) was not 
large enough to produce a severe reaction. 
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In the tests on bismuth compounds, p-aminobenzoic 
acid (450 mg. per kilo) did exert a low grade of pro- 
tection. Sodium bismuthyl citrate (40 mg. of bismuth 
per kilo intraperitoneally), sodium bismuthyl mannonate 
(8 mg. of bismuth per kilo), and sodium bismuthyl 
tartrate (10 mg. of bismuth per kilo intravenously) were 
used. G. B. West 


79. An Outbreak of Atropine Poisoning 
D.N. Parritr. Journal of Neurology, Neurosurgery and 


Psychiatry [J. Neurol. Neurosurg. Psychiat. 10, 85-88, 
May, 1947. 9 refs. 


Fifteen men were submitted to a prolonged narcosis 
intended to last ten days. The drugs used were “ dial ” 
(allobarbitone) gr. 3 (0-2 g.) twice a day with paralde- 
hyde in 3-drachm (10-5 ml.) doses up to 9 drachms 
(31-5 ml.) a day. To prevent vomiting 1 minim (0-06 
ml.) of liquor atropinae was suspended in each 14 
drachms (5-2 ml.) of paraldehyde. As vomiting persisted 
the dose of atropine was doubled in some cases. The 
actual amount. given varied from 6-6 minims (0-39 ml.) 
to 9-6 minims (0-58 ml.) daily, and the total amount from 
30 to 96 minims (1-8 ml. to 5-7 ml.) (equivalent to nearly 
gr. 1 (65 mg.) of atropine sulphate). Symptoms during 
the narcosis attributed to the atropine were chiefly 
restlessness and emotionalism, frequently associated with 
a facile cheerfulness. At the end of the narcosis when the 
sedatives were withdrawn disquieting behaviour deve- 
loped on the second day, the symptoms rising to a peak 
on the third and fourth days and thereafter subsiding 
gradually. Early symptoms were talkativeness, irritable 
aggression, and facile emotionalism, going on to hallu- 
cination and in one case to acute delirium. This last 
resembled a case of hypoglycaemic coma with adrenaline 
crises. N. S. Alcock 


80. Observations on the Effects of Mustard Gas on 
the Rat 

L. YouNG. Canadian Journal of Research (Canad. J. 
Res.) 25, sect. E, 141-151, June, 1947. 2 figs., 18 refs. 


Certain aspects of the local and systemic action of 
mustard gas in the rat were studied. A quantitative 
investigation was made of the local oedema that developed 
following the application of 5 mg. of mustard gas to the 
skin of the rat. Evidence was obtained that a change in 
the permeability of the blood vessels situated directly 
under the dosed surface occurred in less than 5 minutes 
after the application of the mustard gas. For 12 to 18 
hours after dosing, fluid accumulated in the vicinity of 
the site of dosing. The oedema then slowly subsided, 
and 72 hours after dosing the water content of the skin 
and subcutaneous tissue in the contaminated region was 
close to the normal value. When mustard gas was 
applied to the skin of the mid-lumbar region of the rat, 
the LD 50 was found to be between 9 and 12 mg. per 
kilo body weight. The LD 50 of mustard gas injected 
subcutaneously in the form of a 0:2% (wt./vol.) solution 
in sesame oil was between 1-5 and 1-8 mg. per kilo body 
weight. The toxicity of mustard gas to male rats did not 
appear to differ from its toxicity to female rats. ‘Whereas 


rats died in a few hours after the cutaneous application 
of very large doses of mustard gas (600 mg. per kilo body 
weight), the great majority of the animals that died follow. 
ing the application of mustard gas in doses up to 60 mg. 
per kilo body weight did not die until 72 to 120 hours 
after being dosed. In these animals, anorexia, progres. 
sive loss of body weight, distension of the stomach with 
fluid, congestion of the intestine, and severe diarrhoea 
were Observed. Effects similar to these just described 
were observed after lethal amounts of mustard gas up to 
6 mg. per kilo body weight had been given to rats by 
subcutaneous injection, and most of these animals died in 
the period 72 to 120 hours after being dosed. The 
administration of sublethal doses of mustard gas rarely 
gave rise to diarrhoea, and any fall in food and water 
intake and loss of body weight that occurred were slight 
and of short duration.—[Author’s abstract.] 


INDUSTRIAL TOXICOLOGY 


81. Benzene Poisoning. II. Examination of Workers 
Exposed to Benzene, with Reference to the Presence of 
Estersulfate, Muconic Acid, Urochrome A and Poly- 
phenols in the Urine together with Vitamin C Deficiency, 
Prophylactic Measures. [In English] 

S. ForssMAN and K. O. FRYKHOLM. Acta Medica 
Scandinavica [Acta med. scand.] 128, 256-280, June 30, 
1947. 46 refs. 


The effect of benzene vapour on employees of two 
Swedish rotogravure printing works has been studied. 
The ester-sulphate, muconic acid, urochrome A, poly- 
phenol, and ascorbic-acid contents of urine samples 
from 53 employees who had been exposed to benzene 
vapour daily for periods ranging from | to 30 years, and 
who had previously been examined clinically (Oldfelt, 
Acta med. scand., 1944, 119, 380), were compared with 
those for samples from 49 employees of the same works 
who had not been exposed to benzene vapour. 

The atmospheric concentration of benzene in the 
first works varied from 0-8 to 1-5 mg. per litre of air, 
and that in the second from 0-29 to 0-64 mg. per litre. 
The mean ester-sulphate concentrations (expressed as a 
percentage of the total sulphate in the urine) for the 
exposed employees from the two factories and for those 
in the control group were 27:2% (12-8 to 69-9), 17-4% 
(4:5 to 50-7), and 7-5% (0-7 to 15-4) respectively, and 
were not seriously affected by the oral administration 
of vitamin C tablets. The values were generally related 
to the degree of exposure to benzene vapour, but the 
individual variations were large. 

The concentration of muconic acid in the urine of 
exposed subjects did not exceed 3 mg. per litre. Larger 
quantities of urochrome A and polyphenols were found 
in the urine of exposed employees than in that of the 
controls, but the increase was to some extent dependent 
on the supply of vitamin C. 

There was no significant difference between the ascorbic- 
acid concentrations in the urines of the exposed and of the 
control employees. The former were more difficult to 
saturate with vitamin C by oral dosage than the latter. 
Only 35% of the exposed employees from the first works 
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and 48% of those from the second showed normal 
saturation (7 mg. of ascorbic acid per 100 ml. of urine 
after dosing with 300 mg. of ascorbic acid daily for 10 
days), as against 80% of the control group. It is suggested 
that exposure to benzene vapour increases the need for 
yitamin C and that the vitamin protects against the toxic 
effects of benzene. 

A number of technical and medical prophylactic 
measures to reduce the industrial hazard of benzene are 
given. J. E. Page 


82. Granular Basophilia. Temporary Test During 
Experimental Lead Poisoning. (La granulobasophilie, 
test temporaire au cours de l’intoxication saturnine 
expérimentale) 

M. Duvoir, L. DERoBERT, and A. HADENGUE. Archives 
des Maladies Professionnelles [Arch. Mal. prof.) 8, 1-3, 
1947. 2 refs. . 


In a previous communication the authors described the 
disappearance of cells with granular basophilia from the 
blood of 537 workers who continued to be exposed to 
lead (Arch. Mal. prof., 1946, 7, 329). 

Experiments are described in which guinea-pigs were 
given a 2% solution of lead acetate by the mouth. Five 
animals were used, and in all, after an early increase of 
punctate basophilia, the proportion of cells showing this 
change steadily diminished, despite the continued 
administration of the lead salt. A second group of 3 
animals were given lead acetate and also magnesium 
sulphate. With these also an early increase of basophil 
punctation was followed by a fall similar to that seen in 
the first group. A third group of 4 animals were also 
poisoned with lead acetate, and their reticulo-endothelial 
systems were then blocked with congo red. As in the 
other groups, an early increase of basophil punctation 
preceded a fall which continued until death occurred. 

The authors note that basophil punctation, which 
increases and decreases at irregular periods during pro- 
gressive poisoning with lead, finally diminishes or dis- 
appears. This disappearance does not signify improve- 
’ ment, for with all their animals it preceded death. They 
suggest that an acidophil substance, which is the material 
taking on a granular appearance, is used up as the degree 
of intoxication increases. Their histological sections also 
suggested that, though magnesium did not affect the 
appearance of the red cells, it was apparently able to 
afford some protection to the hepatic and renal cells of 
the animals which received it. G. C. Pether 


83. m-Dinitrobenzene Poisoning. Mobilisation by 
Alcohol and Sunlight. [In English] 
K. ReJsEK. Acta Medica Scandinavica [Acta med. 


scand.] 127, 179-191, March 22, 1947. 29 refs. 


Poisoning by the nitro and amido derivatives of 
benzene may be encountered in industrial medicine and 
in clinical medicine after the use of acetanilide and 


dinitrophenol. Cases of poisoning by these compounds 
exhibit in the acute and subacute stages the clinical sign 
of cyanosis, but the duration and the sequelae may be 
different for each compound. 


The author observed several cases of poisoning by 
m-dinitrobenzene during the manufacture of munitions 
and the production of dyestuffs. The case-histories of 
4 patients are recorded in detail. Acute poisoning by 
dinitrobenzene starts with headache, a feeling of pressure 
in the chest, nausea, and vomiting. Cyanosis soon 
develops and, in severe cases, liver tissue may be destroyed 
and acute yellow atrophy follow. When the acute phase 
subsides, the patient may become seriously ill under the 
influence of small amounts of alcohol. This was shown 
from the histories and by experiment 6 weeks after the ~ 
disappearance of symptoms of acute poisoning. Expo- 
sure to sunlight also produces a dramatic return of symp- 
toms of acute poisoning. 

In 8 cases the serum was investigated by Heyrovsky’s 
polarograph for nitro compounds in the blood. These 
were found only after the consumption of beer, and this is 
considered by the authors to be a useful test for dinitro- 
benzene poisoning. Webster’s reaction in urine, which is 
specific for T.N.T. poisoning, was always negative. 
There is also evidence of increasing sensitivity to the 
poison. First exposure may give rise to cyanosis after 1 
week, a second after 4 days, and after a third exposure 
a grave condition may set in on the first day. 

[Prevention of absorption of dinitrobenzene by workers 
is not discussed, but the author’s statement that the 
poison enters the body as a result of inhalation of vapour 
and absorption of the compound deposited on skin and 
clothing, particularly the latter, suggests that protective 
clothing, personal cleanliness, and adequate ventilation 
of workshops are the most important factors in safe- 
guarding workers from poisoning.] R. S. F. Schilling 


~ 


INSECTICIDES 


84. Piperonyl Butoxide, a New and Safe Insecticide for 
the Household and Field 

W. E. Dove. American Journal of Tropical Médicine 
[Amer. J. trop. Med. 27, 339-345, May, 1947. 2 figs., 
3 refs. 


This paper, read at a meeting of the American Society 
of Tropical Medicine in November, 1946, appeared at 
the same time as one on the same subject by Wachs 
(see Abstract No. 85). The author confirms Wachs’s 
findings regarding the efficiency of piperonyl butoxide as 
an insecticide when used as an adjuvant to pyrethrins, 
and its freedom from toxicity to warm-blooded animals. 
The most efficient proportion in a spray was found to 
be | part of pyrethrins to 8 parts of piperonyl butoxide, 
corresponding with Wachs’s optimum of 1 to 10, when 
tested by both authors according to the Peet-Grady 
procedure. Whereas Wachs tested only the immediate 
action of the insecticide in a base oil against house-flies, 
Dove extended his observations to other methods used. 
against various arthropods and in certain instances 
observed the residual action of the insecticide. Some of 
those results may be briefly summarized as follows: 
(1) Dusts containing 0:16% pyrethrins and 1% piperonyl 
butoxide quickly killed cockroaches and remained 
effective for 60 days or longer. The dusts were also 
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effective against tropical rat mites and household ants. 
(2) “* Household aerosols ’’, when used at a rate of 3 g. 
per 1,000 c. ft. (28-3 m.*), proved “* very effective against 
such insects as flies, mosquitoes, fleas, ants, moths, 
sand-flies, gnats, and leaf-hoppers”’. (3) Emulsions or 
light oil sprays, when applied to cattle at the rate of 2 oz. 
(56:7 g.) per animal, gave a complete repellency to horn- 
flies for 4 hours, while stronger emulsions protected 
livestock from horn-flies and deer-flies (Chrysops) for 
periods of 48 hours or longer. 

The author’s observations on the results of residual 
spraying are of particular interest: ‘* Until recently, this 
method of use was almost entirely associated with one of 
the chlorinated hydrocarbons. Other insecticides, due 
to their own stability and stabilizing influences, also 
possess characteristics that make them useful in surface 
treatments. In tests on ply-wood panels, piperonyl 
butoxide was combined with small quantities of pyre- 
thrins, and was applied in deodorized base oil at various 
rates of application. All of the larger concentrations 
were effective against house-flies in the laboratory for a 
period of 7 months, with only a slight indication at the 
present time of depletion of effectiveness. This indicates 
that piperonyl butoxide is not only a highly stable in- 
secticide, but also that it has stabilized the pyrethrins in 
the surface film. At the end of 131 days, a ply-wood 
panel treated with 5 mg. of pyrethrins and 100 mg. of 
piperonyl butoxide in odourless base oil gave a knock- 
down of 100% of the flies within 1 hour, and a complete 
mortality of them. Panels receiving the same amount 
of pyrethrins and one-half as much piperonyl butoxide 
were highly effective for 6 to 8 weeks, and partly effective 
for 5 months”’. R. M. Gordon 


85. Synergistic Insecticides 
H. Wacus. Science [Science] 105, 530-531, May 16, 
1947. : 5 refs. 


The freon-propelled ‘‘ aerosol’? bomb depends, for 
the rapidity of its action, on the presence of pyrethrins. 
The high cost and the difficulty of obtaining pyrethrins 
render the use of adjuvants highly desirable. Piperonyl 
butoxide contains 80% of (3,4-methylene-dioxy-6- 
propyl-benzyl)-(butyl)-diethylene-glycol ether. It is a 
colourless liquid, soluble in common organic solvents, and, 
like pyrethrins, is non-toxic to warm-blooded animals. 


Pyrethrins Piperonyl butoxide Knockdown | Kill 
(mg.) (mg.) (%) (%) 
20 100 93 62 
20 200 96 77 
20 400 97 84 
30 100 95 59 
30 200 97 | 77 
30 400 99 | 92 
40 100 97 | 74 
40 200 98 82 
40 400 97 90 
40 0 84 34 
100 | 0 95 46 
0 300 8 | 0 


The table shows the activity of piperonyl butoxide 
when tested according to the Peet-Grady procedure. 
The results suggest that the addition of this adjuvant 
may allow pyrethrins to be efficiently used in ** aerosol ” 
bombs in a lower dilution, and, therefore, much more 
economically than was previously possible. 
R. M. Gordon 


85a. An Investigation into the Effects of “‘ Gammexane” 
on the Larvae, Pupae and Adults of Culicoides impunc- 
tatus Goetghebuer and on the Adults of Culicoides 
obsoletus Meigen 

M. A. Hitt and E. W. Roserts. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.] 41, 
143-163, May, 1947. 6 figs., 9 refs. 


This interesting account of the successful use of 
** gammexane’”’ to control the breeding-places of the 
midge Culicoides impunctatus is the logical outcome of 
the senior author’s previous work, which proved that the 
Liverpool strain of this fly normally passes through one 
generation per year, the life-cycle occupying 11 to 12 
months, and the winter being passed in the larval state, 
The authors of the present paper show that, “ within 
the conditions of the experiment ‘ gammexane ’, applied 
at a concentration of 100 mg. per square foot [929 cm.*] 
of breeding-ground of C. impunctatus in late May, before 
the bulk of the single summer generation of adults 
emerges, will not only destroy the generation due to 
emerge, but also prevents the development in the treated 
soil of the potential adult population for the following 
summer. It is concluded from these results that, under 
the conditions present at the time of the experiment, the 
spraying of the breeding-grounds of C. impunctatus before 
the adult emergence begins is an efficient method of 
controlling the pest”’. R. M. Gordon 


85b. Action of Gammexane on Arthropods of Medical 
and Veterinary Importance 

J. S. STEWARD. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 40, 559-565, May, 1947. 14 refs. 


This paper contains a brief preliminary account of 
the lethal effects of “‘ gammexane ”’ on certain arthropods. 
A short summary is given of existing knowledge regarding 
the relative effects of gammexane and DDT, when 
tested against insects and mites of medical or veterinary 
importance. R. M. Gordon 


85c. DDT and Aedes aegypti Control in British Guiana 
P. F. bE Catres. Puerto Rico Journal of Public Health 
and Tropical Medicine [P. Rico J. publ. Hith| 22, 405- 
415, June, 1947. 5 figs. 


Corrigendum 


We regret that through a transposition of words in abstract 
1116 in the October issue of Abstracts of World Medicine 
(page 365) ‘‘ methedrine’’ was said to be “‘ less active weight 
for weight than amphetamine’’. Cuthbertson and Knox, 
in their article, state that methedrine is approximately ‘‘ 14 
times as potent as amphetamine ’’.—EpiTor. 
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96. An Ultramicroscopic Structure of Erythrocytes shown 
by Small-angle X-ray Diffraction. (Mise en évidence 
d’une structure submicroscopique dans les globules rouges 
par la diffusion des rayons X aux petits angles) 

D. G. DERVICHIAN, G. FouRNET, and A. GUINIER. 
Comptes Rendus des Séances de I’ Académie des Sciences 
[C.R. Acad. Sci., Paris] 224, 1848-1850, June 30, 1947. 
10 refs. 


Red blood corpuscles contain from 30 to 35% of solid 
substance, which is mainly haemoglobin. By means of 
small-angle x-ray diffraction the authors were able to 
demonstrate the peculiar ultramicroscopical arrangement 
of the molecules of haemoglobin in the red blood cells. 
This arrangement is not irregular. The molecules are 
spaced at more or less regular intervals, the intervals 
being in the neighbourhood of 62 A, which is slightly 


_ higher than the stratification period found in haemoglobin 


crystals at maximum hydration. The arrangement of 
the molecules of haemoglobin in the red blood cells is 
therefore intermediate between their arrangement in the 
crystal of the substance and their haphazard arrangement 
in a dilute solution of haemoglobin. A. Orley 


87. Anatomical Lesions Observed in Laboratory Animals 
Exposed to Short-wave Diathermy. (Wavelength, 21 cm.). 
(Lésions anatomiques observées sur des animaux de 
laboratoire exposés 4 des ondes d’ultrahaute fréquence 
(longueur d’onde 21 cm.)) 

L. pe SEGUIN and G. CASTELAIN. Comptes Rendus des 
Séances de Il’ Académie des Sciences [C.R. Acad. Sci., 
Paris| 224, 1850-1852, June 30, 1947. 2 refs. 


White rats and mice were exposed to short-wave 
diathermy radiation (wavelength 21 cm.). Either the 
whole body or only the anterior, middle, or posterior 
third was exposed to the radiation. The effects observed 
did not depend on the part of the body irradiated. After 
intensive irradiation there was a marked interalveolar 
vasodilatation in the lungs with a decrease in the volume 
of most of the alveoli. There followed a desquamation 
of the swollen cells which line the alveoli, bursting of 
the engorged blood capillaries, and flooding of the alveoli 
with blood. This haemorrhagic process was unevenly 
distributed throughout the lungs, parts of the lung looking 
almost black from the haemorrhage while other parts 
showed only a slight vasodilatation.. The red pulp of 
the spleen also showed a slight congestion, but the other 
abdominal organs preserved a normal appearance. 
After lethal doses of radiation the right cardiac auricle 
was found dilated and full of black blood and the lungs 
were full of infarcts. The spleen and liver also showed 
gross lesions. 

The authors therefore conclude that the absorbed heat 
has both a direct and an indirect effect. The direct 
effect is manifested by a local vasodilatation limited to 
the irradiated region, while the indirect effect is shown by 


Radioiogy 


a dilatation of the pulmonary capillaries followed by an 
overload of the right heart giving rise to haemorrhages in 
the liver, spleen, and kidneys. A. Orley 


88. Leucopenia due to X-rays. Prophylaxis and Therapy | 
with Vitamin C (Ascorbin). (La leucopenia da raggi 
X: Trattamento profilattico e terapeutico con vitamin C 
(Ascorbina)) 

R. pE CarLos. Gazzetta Sanitaria (Gazz. sanit., Milano] 
18, 92-97, May-June, 1947. 3 figs. 


In view of the reported good effects of vitamin C in 
leucopenia and benign agranulocytosis the author tried 
its effect in 30 patients (15 men and 15 women) receiving 
x-ray therapy for cancer of various organs, including 
cancer of the prostate 3, of the lung 2, of the intestine 4, 
of the bladder 2, and of the marrow 2; and in the women, 
cancer of the cervix 9, of the breast 6. Irradiation therapy 
was carried out daily with a dose of 240 r. Vitamin C 
was given daily in 50-mg. doses, intramuscularly or intra- 
venously. In 6 patients this administration was begun 
some 5 days before the x-ray therapy, in 8 on the same 
day, and in 16 about a week after the beginning of 
x-ray therapy. In the first group the leucocyte count’ 
rose (on an average by 80%) before and fell to normal 
levels during x-ray therapy. The rise was mainly due to 
a lymphocytosis, which was followed by a lymphopenia. 
In the second group patients with slight initial leuco- 
penia showed a rise in the white cell count; in those with 
initial leucocytosis the count returned to normal, while 
normal counts did not vary. In 2 patients a slight 
leucopenia was unchanged. There was little change in 
the differential counts in this group. In the third group 
an initial leucopenia was followed by a transient rise to 
normal levels and then by a more lasting leucopenia, 
mainly due to a fall in lymphocytes. With the vitamin C 
the leucocyte count rose to a normal level again and then 
fell slightly, but remained above the minimal level 
attained after beginning the x-ray therapy. No effect 
was observed in 3 cases. The author concludes that 
vitamin C has prophylactic and curative value in 
leucopenia due to x-ray treatment. 

[Detailed counts are not given except by graphs for 
3 of the cases. The author does not report any control 
observations. ] L. P. R. Fourman 


89. The Effect of Large Dosages of Irradiation on 
Gastric Acidity 


I. B. Brick. New England Journal of Medicine [New 


Engl. J. Med.] 237, 48-51, July 10, 1947. 5 refs. 


Fourteen patients (13 with carcinoma or teratoma of 
the testis and 1 with a right-sided hypernephroma) were 
given x-ray therapy from a million-volt apparatus to the 
retroperitoneal lymph nodes at the level of D11. The 
ages of the patients and clinical findings are not given. 
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The irradiation was given at 1,000 kV and 3 mA, with a 
filter of 3 mm. tungsten and a focal skin distance of 70 
or 100 cm.; 88 to 40 r were delivered per minute. All 
doses given are the calculated depth-tumour dosage at 
the level of D11. The only information on how much 
radiation reached the stomach is conveyed in the single 
sentence: ‘“* With the size of the portals used, 10 by 10 cm. 
in most cases, the dosage of radiation was delivered to 
the antrum of the stomach rather than to the upper part.” 

Two patients, receiving doses of 6,456 r in 32 days 
and 6,105 r in 49 days, had to have a partial gastrectomy 
95 and 203 days after the conclusion of therapy. The 
operation report in each case was “ perforation of an 
ulcer, 3 cm. in diameter, on the posterior wall”. Two 
further partial gastrectomies were performed for antral 
ulcers in patients who had received 4,800 and 4,096 r in 
53 days. In 5 further patients (4 of whom had over 
5,000 r and the fifth only 2,424 r at an average rate of 
80 to 100 r per day), x rays or gastroscopy showed ulcers 
which were apparently mostly in the antrum. In the 
remaining 5 cases, doses of about 5,000 r were spread out 
over longer periods (60 to 85 days), and no ulcers were 
found. Fractional histamine test meals (0-5 ml.) were 
carried out one or more times on each patient at intervals 
ranging from 2 to 18 months from the conclusion of 
therapy. Unfortunately no analyses were made before- 
hand. Theacid levels are tabulated; as the author points 
out, no pattern of stimulation or depression can be 
detected. There is also no relation between the level of 
the acid and the presence or absence of ulceration. The 
author’s conclusion is that there is no evidence that 
radiation depresses the gastric acidity, as other 
investigators have claimed, and that there is a real risk 
of damaging the stomach and producing ulcers. 

[Since no calculations are given of the radiation 
reaching the upper pole of the stomach, it is doubtful 
whether any conclusions can fairly be drawn from this 
paper except that the doses given are above the safe 
maximum for the pyloric end. Large doses of radiation 
to the acid-bearing glands—that is, to the upper part of 
the stomach—depress acid secretion in experimental 
animals, and excessive radiation is a well-tried experi- 
mental method of producing a callous ulcer. With 
existing methods of irradiation it is doubtful whether a 
safe intermediate dose can be given. With radioactive 
atoms in a rubber balloon inflated in the upper pole of 
the stomach, or with radioactive tellurium which is 
selectively stored in the acid-producing cells, the giving 
of a safe dose may become possible in the near future.] 

Denys Jennings 


90. Cholangiography Performed with the Help of 
Peritoneoscopy 

H. Royer and A. V. SoLari. Gastroenterology [Gastro- 
enterology| 8, 586-591, May, 1947. 7 figs. 


Using a small peritoneoscope inserted below the liver 
the authors have injected the gall-bladder with radio- 
opaque dye, using a special double needle inserted through 
the abdominal wall. No anaesthetic is used and 20 to 
40 ml. of solution is injected. No accidents are reported, 
but the number of cases examined is not given, and 1 


leiomyosarcomata. 
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patient had to be operated upon after the examination, 
since bile leaked through the abdominal wall. 

[The value of the method seems doubtful and the paper 
does not indicate any special merits, although the authors 
claim that in the presence of jaundice of doubtful origin 
it can make an exact diagnosis possible. How this can 
be achieved is not clear.] Thomas Hunt 


91. Extramucosal Tumours 
Carcinoma 

R. M. Lowman, R. SHAPIRO, and S. D. KusHLan, 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 57, 726-735, June, 1947. 10 figs., 
7 refs. 


The radiographic picture of certain intramural adeno- 
carcinomata of the stomach may closely resemble that of 
extramucosal intramural tumours, such as leiomyomata 
In some cases, however, it may 
be possible to differentiate between the two. The 
presence of a crater is typical but not pathognomonic 
of extramucosal intramural tumour. The condition of 
the mucosal surface as observed through a gastroscope 


Simulated by Gastric 


- may help in the differential diagnosis. 


The authors believe, however, that the greatest help 
in the differential diagnosis is afforded by the study of 
the relief of the gastric mucosa over the tumour. A 
reticular pattern of the mucosa over a sharply defined 
endogastric mass is characteristic of both intramural 
adenocarcinoma and leiomyosarcoma, but is against 
the diagnosis of a benign lesion, because the submucosal 
infiltration in such tumours is regular and sharply 
circumscribed. The one possible exception to this is a 
tumefactive localized polypoid hypertrophic gastritis 
which also may present a reticular pattern of the mucosal 
relief. A. Orley 


92. Value of Tomography in Lesions of the Main 


 Bronchi and their Larger Sub-divisions 


S. NOWELL. Proceedings of the Royal Society of Medicine 
[Proc. R. Soc. Med.| 40, 399-405, May, 1947. 6 figs., 
8 refs. 


The author claims that by tomography it is possible to 
demonstrate the trachea, the right and left main bronchi 
and both upper lobe bronchi as far as their main divisions, 
the middle lobe bronchus, the pectoral and first dorsal 
branches, and even the smaller peripheral branches. 
Special techniques are, however, necessary, the demon- 
stration in some fields being helped by the use of graduated 
aluminium filters. Any lesion which produces smooth 
or nodular narrowing, abnormal projections into the 
lumen, or blockage is readily visualized by tomography. 
-Neoplasms give rise to any of these features. Tuber- 
culous and syphilitic lesions can be distinguished. The 


- author states: ‘‘On tomography alone I know of no 


method of absolutely distinguishing an inflammatory 
lesion or benign or malignant neoplasm of the bronchi. 
Even bronchoscopy may not be able definitely to decide. 
However, from tomography very suggestive evidence is 
obtained. (1) A simple nodule is a neoplasm, benign 
or malignant. (2) A complete V block, especially ‘at 
origin, is almost certainly a bronchial carcinoma. (3) A 
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bronchus not seen, but adjacent bronchi narrowed, is a 
malignant growth with wide spread. (4) A narrowed 
bronchus with other bronchi also narrowed means a 
carcinoma with wide spread”. This, he states, is a 
measure Of the value of tomography in assessing the 
amount of invasion. He supports the view that it is 
possible by tomography: (1) to differentiate between 
Hodgkin’s disease and lymphosarcoma, malignant 
mediastinal tumour, and bronchial carcinoma; (2) to 
give the exact cause of atelectasis, or, conversely, to 
exclude the presence of a bronchial neoplasm. His 
enthusiasm leads him to claim that “ even when there is 
no real atelectasis, and slight dubious hilar enlargement 
and possibly a little haemoptysis, tomography can very 
definitely help ”’. 

[Judging from the case histories and the tomographs 
used to illustrate published cases, these claims would 
appear to be exaggerated, and it is apparent that tomo- 
graphs contribute little extra evidence to that provided 
by good routine radiography, and nothing to that ob- 
tained by stereoscopy. The blurred detail of the tomo- 
graph permits of speculative licence in interpretation 
which is not entirely justified. Tomography, consider- 
ing the limited additional evidence which it supplies, is 
expensive in films, in time of personnel, and in equipment, 
and ought not to be employed in a busy department 
(certainly with the present economic difficulties) until 
routine films of the case have been examined by an 
experienced radiologist who is of the opinion that some 
additional evidence of value in the treatment of the patient 
may be so obtained.] James F. Brailsford 


93. Pulmonary Sarcoidosis:: The Early Roentgen 
Findings 

L. H. GARLAND. Radiology [Radiology] 48, 333-354, 
April, 1947. 13 figs., 22 refs. 


This paper reviews the published accounts of the 
clinical and radiological features of Boeck’s sarcoidosis 
and reports 36 of the author’s own cases. Stress is laid 
on the early radiological appearances in the lungs. 

Clinically, the effects of the disease are very variable, 

- because of the wide range of tissues that may be involved. 

Symptoms may be absent, and many cases have been 
diagnosed by a routine chest radiograph. The essential 
microscopic lesion is the tubercle, with central giant 
cell, surrounded by epithelioid cells and lymphocytes. 
There is no central caseation and tubercle bacilli are 
absent. Hyalinization and fibrosis may occur. There is 
no calcification. In the lungs these tubercles are said to 
occur in the peri-adventitial layer of the interalveolar 
vessels and may cause obliteration. . The lymphatics of 
the lung parenchyma, root, and mediastinal structures are 
invaded by these sarcoids. The radiological appearances 
of the chest reported in the literature include diffuse 
miliary infiltration, nodular infiltration, confluent 
opacities, and diffuse fibrosis. Lymph node enlargement 
is frequent and may be gross. The picture may change 
fairly rapidly with regression or advance. Where the 
literature deals with the early manifestations, the view 
is expressed that the appearance of diffuse miliary lesions 
is usually the earliest radiological change. 


Of the author’s 36 cases, 30 were confirmed patho- 
logically. In a few of these patients there had been 
negative chest radiographs a short while previously. 
Ages ranged from 11 to 74, but just over half were in the 
thirties. Radiological changes confined to the lungs 
without multiple lymph node enlargement were present 
in 10 cases on the first radiographs; the types of opacity 
varied and conformed to those given above. A second 
group of 13 cases on first examination showed pul- 
monary lesions with enlarged lymph nodes. In a further 
11 cases there was lymph node enlargement alone. The 
author stresses the frequency (13 out of 24 cases) with 
which the radiographs showed bilateral hilar enlargement 
plus enlargement of the right paratracheal glands. He 
refers to this pattern as the “ sarcoid type ’’ of adeno- 
pathy. Of cases under observation for more than 6 
months, 10 regressed, 4 cases were stationary, and 3 
progressed. In others, observation was too short. 
There were also cases which showed alternating changes. 
The author’s series did not confirm that the miliary 
lesion is the most frequent early sign; there was much 
variety among those classed “ early ’’, but from the figures 
given the impression was gained that the combination of 
lymph node enlargement and parenchymal shadows was 
the most likely early finding. 

Brief case reports are included with a good selection of 
radiographic illustrations. In summary the author refers 
to the discrepancy between the patient’s often symptom- 
less state and the radiological findings as an important 
diagnostic clue to the disease. A. M. Rackow 


94. Hiatus Herniae. (A New Method of Demon- 
strating Hiatus Herniae Radiologically) 

J. Btoom. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 57, 9-13, July, 1947. 6 figs., 
12 refs. 


A good review is given of the more enthusiastic and less 
critical literature on this extraordinarily neglected con- 
dition. The author then gives his own technique, which 
consists in letting the patient fill his mouth with fluid 
barium sulphate, tilting him into the supine position or 
with the pelvis slightly raised, letting him swallow the 
barium, and then, when the oesophagus is well filled, 


’ telling him to take a deep breath. The rationale of this 


technique is that the filled oesophagus tends to siphon 
barium out of the stomach by gravity. At the same time 
the sudden reduction in intrathoracic pressure and the 
rise of intra-abdominal pressure suck the stomach up 
into the chest. Five cases are illustrated without clinical 
details, but the illustrations are too small for details to 
be seen. 

[The method is not new and the author does not discuss 
the possibility of erroneous conclusions being drawn. 
The functional cardiac “* sphincter ’”’ normally lies at the 
level of the hiatus or just above. With deep inspiration 
a second constriction often appears in the abdominal 
oesophagus where it is compressed by the hiatus, and 
with this technique it is possible for the abdominal 
oesophagus to be dilated with barium and mistaken for 
the stomach.] Denys Jennings 
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95. Histopathology of Induced Precancerous Lesions 
of the Small Intestine of Mice 

H. L. Stewart and E. Lorenz. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 7, 239-268, Feb., 
1947. 41 figs., 53 refs. 


This paper deals with the early lesions of a precancerous 
nature which occur in the small intestine of mice fed with 
the carcinogenic hydrocarbons, 20-methylcholanthrene 
and 1,2,5,6-dibenzanthracene. The first lesion detected 
consisted of circumscribed areas 1 to 4 mm. in diameter 
with a central umbilicate depression, surrounded by a 
slightly elevated smooth firm circular border. Some 
segments of small intestine were diffusely thickened over 
an area of 3 to9 cm. and showed multicentric precancerous 
lesions. No polypoid lesions were seen. Several pre- 
cancerous lesions were observed developing in relation 
to intestinal lymph follicles. The authors say that it 
is virtually impossible to compare the precancerous lesions 
of the small intestine of mice with those of man, but there 
are some points of resemblance to which attention is 
drawn. Cuthbert E. Dukes 


96. Observations on the Metabolism of Carcinogenic 
Substances. (Osservazione critiche sul metabolismo 
delle sostanze cancerogene) 
A. Danst and E. More 
49, Jan.—Feb., 1947. 76 refs. 


This is an exhaustive survey of the knowledge of the 
metabolism of the polycyclic hydrocarbons, together with 
a survey of the known biologicafactionsof the metabolites. 
Despite considerable discussion of the significance of the 
metabolism and metabolites, nothing further is added 
to our knowledge of either metabolism or the carcino- 
genic process.’ There is a large bibliography. 

G. Calcutt 


Farmaco [Farmaco] 2, 38- 


97, Studies in Experimental Rickets: The Alkaline 
Serum Phosphatase in Rachitic Albino Rats 

P. K. Dixsuit and V. N. PATWARDHAN. Indian Journal 
of Medical Research [Ind. J. med. Res.] 35, 91-99, 
April, 1947. 2 figs., 20 refs. 


Young albino rats were fed on four different diets, 
with calcium : phosphorus (Ca : P) ratios of 1-4, 5-7, 
10-2,and 15to1. The alkaline phosphatase of the blood 
was determined in each rat weekly. At the end of 3 
weeks the animals were killed, and the tibiae were 
examined for the width of epiphyseal cartilage and the 
femora for ash content. There was appreciable rickets 
in the rats fed on the three diets of highest Ca : P ratio, 
as shown by the width of the cartilage and the decrease 
in ash; the severity of rickets was highest (and equal) in 
the animals fed with diets of Ca : P ratios of 10-2 and 
15. The alkaline phosphatase decreased at first and rose 
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somewhat in some of the animals later, but finally felj 
considerably in all the animals. This finding does not 
support the suggestion that the increased amount of 
enzyme which is found in rickets is due to its liberation 
from the rachitic bones. 

[It is a pity that control animals were not used, so that 
one could compare the possible changes in the enzyme 
in them with those found in the experimental animals.] 

J. Yudkin 


98. Influence of Choline on Fatty Infiltration of the 
Liver. (Vplyv cholinu na tukovi infiltraciu pecene) 

J. ANTAL. Bratislavské Lekdrske Listy [Bratislavské 
lekadrs. List.] 27, 136-153, March, 1947. 1 fig., 69 refs, 


Experiments begun before the war of 1939-45 and more 
recently continued are reported. In white rats fed ona 
high-fat (40%) and protein-deficient (5% gelatin, 40% 
glucose) diet the hepatic fat increased up to 35-40% 
within 4 to 5 weeks; prolonged feeding did not increase 
the percentage but the absolute fat content by increase in 
weight and size of the liver. Oral and parenteral 
administration of choline chloride (50 to 100 mg. daily), 
without lipotropic effect on normal livers, resulted in a 
rapid decrease in hepatic fat in the fatty livers, beginning 
during the first 8 hours. Discussing the as yet unsettled 
mechanism of the lipotropic action of choline, the author 
considers that transport of fat into other organs is a 
more important factor than hepatic oxidation (which 
would represent over 70% of the basal metabolic rate of 
the animal) or transformation into glycogen. 

H. Pollak 
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99. The Histopathology of Acute Mumps Orchitis 
E. A. GALL. American Journal of Pathology [Amer. J. 
Path.] 23, 637-651, July, 1947. 10 figs., 12 refs. 


During an epidemic of mumps among adult males,’ 


orchidotomy was practised for acute mumps orchitis and 
biopsies of testis from 75 such cases were taken, the 
majority within 48 hours of onset and none later than the 
fifth day. In addition, necropsy material was obtained 
from 1 patient who died of pulmonary embolism 11 
days after the onset of orchitis. Biopsy specimens were 
fixed in 10% formalin, but the necropsy material was 
fixed in Zenker’s fluid. Paraffin sections were prepared 
and stained by haematoxylin and eosin. Generally 
speaking, it was found that scrotal pain was not neces- 
sarily indicative of orchitis, nor could pain be regarded as 
an index of duration and intensity of orchitis. 

Six specimens of testis showed no abnormality at all. 
In 31 cases the earliest stages were noted, and consisted 
of oedema and early degenerative changes in the 
germinal epithelium—namely hyperchromatism and 
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desquamation. The second stage, seen in 10 specimens, 
showed hyperaemia, particularly at the junction of the 
tunica and parenchyma, together with perivascular 
infiltration by small numbers of lymphocytes. The third 
stage was found in 15 preparations and showed more 
advanced perivascular cuffing, while lymphocytes were 
scattered throughout the oedematous capsule. Scanty 
polymorphonuclear leucocytes were also present, while 
small haemorrhages and some fibrin deposition were seen 
deep in the capsule and subjacent stroma. Similar 
exudate of distinctly patchy distribution was present 
throughout the interstitial tissue of the parenchyma. The 
tubular exudate contained mainly fibrin, polymorphonu- 
clears, and a few macrophages, and generally followed the 
patchy distribution of the interstitial exudate. Extensive 
desquamation of the germinal epithelium resulted in 
cessation of spermatogenesis, only the Sertoli cells 
remaining and fusing to form a kind of syncytium. The 
lamina propria became thickened, oedematous, and 
infiltrated by lymphocytes and later by polymorpho- 
nuclears. In necropsy specimens these changes, though 
patchy, appeared to involve the whole length of the 
affected tubules. The fourth stage was studied in 13 
specimens. Although remaining essentially patchy, the 
above process spread to involve almost the entire paren- 
chyma. The exudate was more profuse, more fibrin 
appeared, and the Sertoli cells desquamated and added 
to the plugs. of debris and exudate in the tubules. 

The end-result of this process could be deduced from 
study of the necropsy material. Complete atrophy is 
unusual, although permanent focal damage may result. 
Owing to the interval of 11 days between onset of orchitis 
and death, the lesions were more intense and the processes 
of repair became more apparent; fibrosis and hyaliniza- 
tion of the lamina propria of the affected tubules were 
beginning, macrophages were more numerous, and 
polymorphonuclears were scarce. Several groups of 
tubules showed actively proliferating normal epithelium. 

Three specimens of epididymis were examined (2 from 
necropsy) and revealed interstitial changes similar to those 
in the testis. The epithelium seemed normal but the 
lumina were filled with plugs of debris coming from the 
damaged tubules. R. B. T. Baldwin 


100. Visceral Kaposi’s Disease 

C. G. Tepescut, H. F. Foisom, and J. T. CARNICELLI. 
Archives of Pathology Arch. Path.] 43, 335-357, April, 
1947. 7 figs., 46 refs. 


Three cases of visceral Kaposi’s disease coming to 
necropsy are described. In the first, a man of 59 years 
died of hypertensive heart failure with renal ischaemia. 
Isolated nodules, the largest 1-8 cm. across, were found 
in liver, kidney, and small bowel. The second case was 
that of a woman of 65 who died of myeloid leukaemia. 
At necropsy, as well as the usual leukaemic deposits, a 
large mediastinal mass was found. The third case was 
of a boy of 17 years who died from an acute intussuscep- 
tion caused by a small submucous tumour in the ileum; 
a similar nodule was present in the liver, and the spleen 
and lymph nodes throughout the body were enlarged by 
reticulum-cell hyperplasia. In the case with the media- 
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stinal mass the histological findings were quite distinct 
from the leukaemic picture and were essentially similar 
to those in all the other cases—namely, blood spaces 
lined by endothelial cells, solid columns of cells of 
endothelial type, and a stroma rich in reticulum cells and 
fibres. 

The literature is extensively reviewed, and it is con- 
sidered that the pattern of the lesions described overlaps 
that of the skin lesions of Kaposi’s disease sufficiently 
to warrant this diagnosis. The authors suggest that the 
varied manifestations of their broader conception of 
Kaposi’s disease are the result of independent systemic 
dysplasia in the reticulo-endothelial system. 

W. S. Killpack 


Significance of Function in the Genesis and 
Development of Experimentalfy Induced Polyarthritis and 
Carditis. (Die Bedeutung der Funktion fiir Entstehung 
und Entwicklung experimentell hervorgerufener Poly- 
arthritiden und Karditiden) 

B. E. INGELMARK. Acta Medica Scandinavica [Acta med. 
scand.} 128, 203-229, June 30, 1947. 3 figs., 35 refs. 


Pathological changes in joints and adjacent tissues, 
and in the myocardium, were found in rabbits previously 
injected intravenously with a suspension of enterococci 
isolated from the faeces in a case of polyarthritis. A 
freshly prepared suspension (2 ml.) from growth on 
ascites—-agar was injected into an ear vein; this was 
repeated after 48 hours and again after 96 hours, each 
animai thus receiving three injections. The animal was 
killed 5 weeks later. 

The observations were carefully controlled; all experi- 
mental and control animals lived under identical con- 
ditions, apart from “ training’’. The following groups 
were studied: (A) animals submitted to training 
(compelled to undergo a measured amount of running 
exercise daily, by being placed in a cabinet whose floor 
was an endless moving belt) both before and after inocula- 
tion; (B) animals submitted to training for a period 
before inoculation only; (C) animals trained only after 
the last inoculation; (D) animals not trained at all. 
When the results were examined, training appeared to 
have exerted a remarkable influence. 

The pathological changes found were thickening of the 
synovial membrane; foci of lymphocytes and plasma cells 
in synovial membrane, capsule, and periarticular tissues; 
enlargement of synovial villi with round-cell infiltration 
hyperaemia; synovial exudation; and cartilage destruc- 
tion. There was no neutrophil exudation. In all 
control animals except one, round-cell infiltration of the 
myocardium was found, but the number of cell infiltra- 
tions per unit volume was found to be smaller than in the 
experimentally infected animals. No changes were found 
in the endocardium or epicardium. More joints were 
affected and the morbid changes were far more pro- 
nounced in groups A and B than in C and D. There 
was little difference between animals of groups C and D; 
some animals of group A showed rather more marked 
changes than any of group B. Control animals submitted 
to the same training showed no joint changes. 

It would follow that training before inoculation is 
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responsible for a more marked pathological reaction. 
Though it would appear that training is the cause of a 
lowering of resistance to experimental infection of the 
heart and joint tissues, the author is careful to point out 
that the conclusion cannot be held as true for all tissues 
and all animals, tissue resistance being affected by a very 
large number of factors. It is in harmony with the clin- 
ical observation that either acute or chronic rheumatism 
affects joints in active use earlier and more frequently 
than those used less. Kenneth Stone 


102. Nodular Inflammatory and Degenerative Lesions 
of Muscles from Four Hundred and Fifty Autopsies 

B. J. CLAwson, J. F. Nosie, and N. H. LUFKIN. Archives 
of Pathology [Arch. Path.] 43, 579-589, June, 1947. 
3 figs., 15 refs. 


In small biopsies of skeletal muscle in rheumatoid 
arthritis Steiner et a/. found chronic inflammatory foci 
composed mainly of lymphocytes in each of 9 cases. 
They also noted various degenerative lesions in the muscle 
fibres. They found no similar lesions in a control series 
of 196 necropsy specimens, and considered them specific 
and indicative of an infective aetiology. The present 
authors found lymphocytic foci in 39% and degenerative 
lesions in 25% of 44 clinical cases of rheumatoid arthritis. 
They noted lymphocytic foci in 26% and degenerative 
lesions in 42% of 450 controls. The incidence increased 
with age. The muscles most commonly affected were 
the diaphragm and sacro-spinalis. Although more 
common in association with rheumatoid (and rheumatic) 
arthritis, the lymphocytic infiltrations are not specific. 
D. M. Pryce 


103. Significance of the Cell Types of the Human 
Islets of Langerhans in Islet Function and Diabetes 
Mellitus. (Die Bedeutung der Zelltypen des menschlichen 
Inselapparats fiir Inselfunktion und Diabetes mellitus) 
A. TERBRUGGEN. Klinische Wochenschrift [Klin. Wschr.] 
24/25, 434-438, April 15, 1947. 5 figs., 23 refs. 


Employing a technique similar to that used in animals 
by Lane and Bensley, the author has examined the number 
of a- and f-cells in the pancreas of normal and diabetic 
men. Small pieces of pancreas are fixed in 5 to 10% 
formalin and then in 3% potassium bichromate for a 
week. Thin paraffin sections are stained for 2 hours in 
a 1 in 10 dilution of saturated solution of acid fuchsin; 
they are then differentiated for half to 1 minute in a 2% 
solution of methyl green. The «-granules hold the acid 
fuchsin and therefore appear bright red, whilst the 
8-granules lose the acid fuchsin, so that the f-cells show 
only fine pale-violet granules. The results confirm those 
of Ferner with the silver method of Gros-Schultze. 
There is in diabetic subjects both a relative and an 
absolute reduction in the number of f-cells in the islets 
of Langerhans and this reduction seems to be responsible 
for the disease. The ratio of «-cells to f-cells in normal 
adults has been found to be from 1:3 to 1:5. In 
juvenile diabetic patients (those who died before the age 
of 40; 8 cases) the ratio was mostly from 1: 1 to 1:2 
and was in no case higher than 1:3. Results in diabetic 
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subjects over 40 (18 cases) were not so clear. Here the 
results are complicated by other changes in the islets, 
especially hyaline degeneration and sclerosis, but jg 
islets not hyalinized and not sclerosed the same diminy. 
tion of B-cells has been observed. In hyperinsulinism q 
relative diminution of the f-cells has also been observed: 
this may be explained as an adaptation. In adenomatg 
of the islands very few «-cells are seen. The £-cells 
obviously do not originate from the «-cells; the latter 
may represent a stage of rest or be regarded as a special 
kind of cell. O. Neubauer 


104. Granular Celi Myoblastoma. (Myoblastic Myoma, 
Rhabdomyome Granulo-cellulaire) 

M. S. SIMON. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 302-313, April, 1947. 6 figs,, 
23 refs. 


The clinical and pathological features of 6 cases of 
granular-cell myoblastoma are described: all patients 
were adults from 31 to 60 years of age. Two of the 
tumours were in the tongue, and other sites were the 
deep tissue of the male breast, the anal verge in associa- 
tion with long-standing haemorrhoids, and subcutaneous 
tissues of thigh and anterior abdominal wall. All the 
tumours were small and more or less well encapsulated, 
Histologically they resembled those already recorded in 
the literature. In those sites where striated muscle 
exists, relation between tumour cells and muscle fibres 
was intimate; no striations, however, were seen in tumour 
cells, but in one section apparent transition from striated 
muscle fibre to tumour cell could be made out. There 
was no evidence of malignancy in any case. 

W. S. Killpack 


105. The Cutaneous Lesions in Acute Meningococcemia. 
A Clinical and Pathologic Study 

W. R. Hitt and T. D. Kinney. Journal of the American 
Medical Association [J. Amer. med. Ass.} 134, 513-518, 
June 7, 1947. 6 figs., 27 refs. 


This paper describes the pathogenesis of the cutaneous 
lesions in acute meningococcaemia, through the stages 
of endothelial damage, inflammatory necrosis, and 
thrombosis. The first is responsible for the purpuric 
rash sometimes proceeding to local gangrene. In the 
early stages histological examination may show desquama- 
tion of vascular endothelial cells, which elsewhere may 
exhibit phagocytosis of cocci. Invasion by polymor- 
phonuclear leucocytes follows, many cells displaying 
active phagocytosis. Platelet thrombi, becoming 
organized in the later stages, were most commonly found 
in deeper vessels of the cutis, though the superficial 
capillaries were also involved. The stained sweat glands 
were abnormally pale, their cytoplasm appearing swollen 
or vacuolated, the result of interference with the blood 
supply of the gland. The hair, muscles, and nerves 
showed similar degenerative changes and focal necroses 
were seen in subcutaneous fat. Similar vascular lesions 
were found in many other organs and are by no means 
limited to the skin. The authors suggest that the forma- 
tion of thrombi may cause thrombocytopenia and thus 
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jad to purpura. They say that in 2 cases without 
purpura, the platelet count was normal. Other workers, 
however, have found normal platelet counts in patients 
showing a purpuric rash. R. H. D. Short 


106. Some Manifestations of Vitamin E Deficiency in 
the Monkey 


K. E. MASON and I. R. TeLrorp. Archives of Pathology 


[Arch. Path.) 43,.363-373, April, 1947. 6 figs., 8 refs. 


Four young rhesus monkeys were kept for 2 to 24 
years on a vitamin-E-deficient diet. Two others died 
-early in the experiment but were not examined; 3 
died after a gradual decline characterized by progressive 
muscular weakness; 1 of these was found to have wide- 
spread tuberculosis. The fourth animal was killed as it 
showed a clinical picture similar to the others. Post- 
mortem examination revealed extensive distribution of 
yellow-brown, inert, and fluorescent acid-fast pigment 
resembling that previously described as due to vitamin-E 
deficiency in other species of laboratory animals. Most 
pigment was found in smooth muscle, particularly that 
of vessels, and in the reticulo-endothelial system; it was 
present only in small amounts in cardiac and skeletal 
muscle, though the latter showed widespread atrophy. 
The effect of the deficiency on the reproductive system 
could not be studied adequately because of the sexual 
immaturity of the animals. It therefore appears that the 
effect of vitamin-E deficiency on at least one of the 
primates is established. W. S. Killpack 
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107. Observations on the Velocity of the Blood in 
Normal Men in the Basal State 

G. R. MENEELY and A. SEGALOFF. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 214, 176-179, 
Aug., 1947. 2 refs. 


Duplicate determinations of the blood velocity of 46 
normal male subjects in the basal state were made with 
the calcium-magnesium salt mixture of Spier, Wright, 
and Saylor (Amer. Heart J., 1936, 12, 511). The arm 
to tongue time was 16:7+4-8 seconds, the arm to peri- 
neum time was 26+-8-4 seconds, the arm to hand time 
was 28-1+6-°6 seconds, and the arm to foot time was 
37-4+9-5 seconds. The normal variation of blood 
velocity is greater than commonly recognized. This 
variation impairs the accuracy of this test as a diagnostic 
measure among the patients in whom otherwise it would 
be most useful. Systematic differences occurred between 
the data of the two observers, and a reason was found to 
account for this discrepancy. In addition to many 
previously reported factors affecting the determination 
of blood velocity, anxiety as a factor could be evaluated 
in one of our experiments. There was no single relation 
between the velocity of the blood and the height, weight, 
age, or pulse rate of these normal young men, nor was 
any seasonal variation perceptible. No untoward 
reactions of any kind occurred and end-points were 
secured in all but 2 subjects—[From the authors’ 
summary.] 

M—D 


108. The Tyrosinase Inhibiting Action of Serum from. 
Normal and Cancerous Patients - 
W. C. STADLE, M. PERLMUTTER, and D. Rosinson. 


‘ American Journal of the Medical Sciences [Amer. J. med. 


Sci.] 213, 655-660, June, 1947. 1 fig., 9 refs. 


The suggested serodiagnostic test for malignancy 
based upon the tyrosinase inhibiting action of serum from 
cancerous patients, reported by Duboff and Hirshfeld, 
was studied. The characteristic effect of serum upon the 
development of colour of a /-tyrosine, potato-tyrosinase 
system could be divided into two parts viz., a lag phase 
and an activity phase. On this basis the effect of serum 
could be expressed in three ways, one of which is identical 
with that used by Duboff and Hirshfeld. 

No significant differences were observed between the 
effects of sera from 37 cancerous and 42 non-cancerous 
subjects on the tyrosinase system, and we conclude that 
the test has no serodiagnostic value in malignancy. The 
disparity between our results and those of Duboff and 
Hirshfeld remains unexplained.—[Authors’ summary.] 


109. Effect of Intravenous Adrenaline Injections on 
Serum Potassium. (L’azione dell’adrenalina endovenosa 
sulla potassiemia) 

L. Ponront and A. IANNACCUNE. Progresso Medico 
[Progr. med., Napoli] 111, 322-328, June 15, 1947. 1 fig., 
44 refs. 


The authors studied the changes in serum potassium 
after the intravenous injection of 0-0125 mg. adrenaline, 
in an attempt to elucidate the mechanism of Pontoni’s 
anti-allergic re-education”. Nine subjects suffering 
from different diseases were studied, and the serum 
potassium was determined before and 1 minute, 10 
minutes, and 1, 2, and 3 hours after injection of the 
adrenaline. In all cases a marked rise in the potassium 
level occurred within 1 minute of injection. Thereafter 
the potassium level fell, but in 2 cases there was a second- 
ary rise at 2 hours; in 4 cases there was a steady fall to 
below the initial level, minima being reached at 2 hours; 
at 3 hours the initial level was regained in all cases. 

The authors discuss previous reports in some detail, 
and conclude that the cases with a continued fall are to 
be classed as vagotonic, whereas those showing the 
secondary rise at 2 hours are sympatheticotonic, over- 
reacting to the parasympathetic compensatory reaction 
caused by the initial injection of adrenaline. 

; G. Discombe 


110. The Significance of the Myeloid Maturation Curve 
in Material Aspirated from the Sternal Bone Marrow 
S. P. Lucta and M. I. Hunt. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 213, 686-693, 
June, 1947. 22 refs. 


Differential cell counts were made of the bone marrow 
obtained by sternal puncture from 159 patients suffering 
from disorders of the haematopoietic system, and from 
6 controls. The “ pulp” was spread on coverslips and 
a differential count of 300 to 500 cells was made. In the 
opinion of the authors, before an interpretation of the 
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_ differential count and maturation curve can be made, a 
comparison must be carried out with a set of standard 
mean values determined by the same investigator. In 
7 cases of pernicious anaemia there was a significant 
increase in megaloblasts accompanied by a slight shift 
of the myeloid curve to the left. In plasma-cell myeloma 
an increase of plasma cells of over 6% is considered to be 
diagnostic. The greatest change found in myeloid 
leukaemia was an increase in the promyelocytes followed 
later by an increase in the myelocytes and myeloblasts. 
The authors considerthat these changes are not diagnostic 
but merely suggestive of myeloid leukaemia. In lymph- 
atic leukaemia and lymphosarcoma there was a significant 
increase in the number of lymphocytes, but in the former 
more primitive forms were frequently encountered. In 
monocytic leukaemia the presence of primitive mono- 
cytes and histiocytes is diagnostic, since they do not 
appear in normal marrow. The authors conclude that 
an increase in the number of normoblasts indicates a 
stimulation of erythropoiesis but is not diagnostic of any 
specific disease. They further state that an increase in 
eosinophils may be found in any disease in which there is 
an increase in these cells in peripheral blood. 
E. M. Darmady 


111. Mechanism of the Thymol Turbidity Test 

P. P. COHEN and F. L. THompson. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 32, 475-480, 
May, 1947. 2 figs., 9 refs. 


Eleven sera which gave a positive thymol turbidity test 
(10 showing an increase of y-globulin) were subjected to 
repeated dialysis in the cold room at 2° C. against thymol 
buffer solution at pH 7-8 and sodium ethyl dibarbiturate 
buffer at pH 8-6 for periods of 12 to72 hours. There was 
a reduction of up to 50% of the f-globulin fraction in the 
pathological sera, but an average reduction of only 4% 
in the y-globulin fraction. Electrophoretic analysis of 
the thymol precipitate, at a potential gradient of about 
6 volts per cm. at 1-5° C., showed that it contains a major 
component with the mobility of B-globulin and a smaller 
irregularly-appearing component with the mobility of 
an «-2-globulin. The thymol reacts chiefly with the 
B-globulin fraction of the serum and not with the 
y-globulin. E. T. Ruston 


112. Serum Phosphatase in Rats with Obstructive 
Jaundice. [In English] 

J. B. DALGAARD. Acta Physiologica Scandinavica [Acta 
physiol. scand.] 13, 310-321, June 20, 1947. 3 figs., 
32 refs. 


Many workers have found experimentally that ob- 
structive jaundice in different animals is accompanied by 
increase in serum phosphatase; clinically, increase in 
serum phosphatase is taken as a common criterion in the 
diagnosis of obstructive jaundice from the infective 
form, in which phosphatase is slightly or not at all 
increased. A few observers noted that cats did not show 
this increase after ligation of the bile duct. Weil and 
Russell found that in the rat the serum phosphatase was 
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actually diminished as a result of such ligation. The 
presént author, using similar methods to those of Wejj 
and Russell, found that ligation of the ‘bile duct in rats 
after 10 to 16 hours of starvation caused effects somewhat 
similar to those seen by Weil and Russell—namely, a fajj 
in phosphatase content, the survivors after the fifth day 
showing a slow increase. When rats starved for 48 hours 
were used, serum phosphatase being then at a constant low 
level (further starvation producing no further diminy. 
tion), a distinct increase in phosphatase was shown, which 
reached a maximum about the third day, followed in some 
cases by slow decrease. The drop in phosphatase cop. 
tent observed by Weil and Russell is believed to be due 
to anorexia after the operation—that is, an inanition 
effect which masks the post-operative increase. Weil 
and Russell held that new bile ducts were formed in rats 
after the operation of ligation. The present author 
failed to confirm this observation. D. T. Barry 


113. To What Degree does Gastric Acidity Show a 
Tendency to Rise or Fall during the Day? [In English] 
E. ForsGREN. Acta Medica Scandinavica [Acta med, 
scand.] 128, 281-288, June 30, 1947. 2 figs., 3 refs. 


The gastric function of 557 tuberculous patients was 
examined after Ewald’s test meals given at 8 am, 
1 p.m., and 6 p.m. before normal meals at 9 a.m., 1.30 p.m, 
and 7 p.m., respectively. The test meals were withdrawn 
and titrated for free hydrochloric acid with dimethyl 
aminoazobenzene as indicator, and for total acid with 
phenolphthalein as indicator. The free hydrochloric 
acid values were divided into four categories, acid values 
of 0 being “ anacid’’, 1 to 19 “subacid’’, 20 to # 
**normacid’”’, and 41 and above “ superacid”’. For 
about 34% of the patients examined the acidity values 
for three tests on the same day came within the same 
category—that is, showed “‘ homoacidity ”’. The other 
patients showed more or less marked “ heteroacidity ”. 
Falls in acid values during the day occurred as frequently 
and to the same degree as increases. Patients with 
partial achylia frequently had low values in the afternoon 
despite normal values inthe morning. It is recommended 
that at least two test meals should always be carried out 
—one on a fasting stomach in the morning, and one later 
in the day after a meal. If only one test can be arranged, 
it should be made at the time of the principal meal. 
The importance of determining the duration as well as 
the degree of the acidity is emphasized. J. E. Page 


114. Inulin, Diodone, Creatinine and Urea Clearances in 
Newborn Infants 3 
R. F. A. DEAN and R. A. McCance. Journal of Physio- 
logy [J. Physiol.] 106, 431-439, Oct. 15, 1947. 17 refs. 


115. Methods of Prothrombin Determination: A New 
Bedside Micromethod. (Methodisches zur Prothrom- 
binbestimmung. Mit Angabe einer neuen, am Kranken- 
bett ausfiihrbaren Mikromethode) 

J. Jiircens. Klinische Wochenschrift [Klin. Wschr.] 
24/25, 216-220, 1 and 15 Jan., 1947. 1 fig., 16 refs. 
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ours 416, The Effect of Ultraviolet Irradiation on Various 
tlow properties of Influenza Viruses 

ninu- 


w. Hence and G. HENLE. Journal of Experimental 
Medicine [J. exp. Med.) 85, 347-364, April 1, 1947. 2 
figs., 46 refs. 


In order to throw light on the mechanism of infection 
of susceptible cells the study of the relation between such 
phenomena as interference, haemagglutination, and 
toxicity of the influenza viruses was considered to be 
important, and, as a first approach, the effect of ultraviolet 
jrradiation on these properties has been investigated. 

Viruses employed were the PR 8 strain of influenza A 
and the Lee strain of influenza B, propagated in the 
allantoic sac of 10-day chick embryos. Eggs were 
inoculated with 0-2 ml. of a suitable dilution of allantoic 
fluid—usually 10-® or 10-’—and incubated at 36° to 
37°C. Blood-free allantoic fluid was collected, centri- 
fuged at low speed, and dialysed at 4° C. for 24 hours 
against 20 volumes of M/100 phosphate-buffered saline 
solution of pH 7-0. The dialysed fluid, in amounts of 
18 to 20 ml., was exposed in open Petri dishes to ultra- 


thy violet irradiation. The Petri dishes were subjected to 
with mechanical shaking. 

lotic Results show that the various properties of the influenza 
abel virus are affected at different rates of exposure to ultra- 
> 40 violet irradiation, and in the following order: (1) 


ability to propagate; (2) toxic activity; (3) interfering 
property in the chick embryo and inhibitory effect on 
embryonic development; (4) haemagglutinating capa- 
city, which includes the adsorption-elution mechanism, 
the ability to render red cells refractory to agglutination 
by fresh homologous or heterologous virus, and the 
adsorbability on to cells of the allantoic sac; (5) comple- 
ment-fixation activity which is in part (600 S antigen) 
destroyed together with the haemagglutinating property, 
and in part (possibly 30 S antigen) more resistant. In 
the case of the Lee strain a decrease in immunizing 
property is noted only after increased irradiation, at a 
time when haemagglutination decreases. The PR 8 
strain, however, shows a decrease in immunizing property 
before a decrease in haemagglutinin titre is evident, but 
marked residual activity is still noted after the agglutinat- 
ing capacity has been lost. 

Four distinct preparations of allantoic fluid were 
obtained by irradiation: (1) after prolonged irradiation 
(1 to 2 hours) the preparation agglutinated red cells and 
tendered them incapable of agglutination by the same or 
other viruses. It was also adsorbed on to the cells of the 
allantoic sac, but did not cause any visible changes; (2) 
in addition, after irradiation for 3 to 5 minutes it rendered 
the cells of the allantois insusceptible to infection by active 
viruses, and the latter were impaired as regards growth 
and multiplication; (3) after irradiation for half to 1 
minute the preparation was toxic; and (4) the non- 

~irradiated virus multiplied in the allantoic sac. 


Microbiology 


Comparing preparations 1 and 2, the authors suggest 
that there is a distinct difference between interference in 
the allantoic sac and “ interference ” on red cells. They 
suggest that when the virus becomes adsorbed on to an 
erythrocyte it attaches itself by means of “ cell-receptors ”’ ; 
these are destroyed on elution of the virus particle and the 
cell can no longer adsorb further virus particles. This 
phenomenon has never been observed within the allan- 
toic sac; interference here may be caused by changes in 
some function of the host cell. Infection of host cells 
may be divided into the following four steps: (1) adsorp- 
tion of the viruson to the host cells; (2) alteration of the 
host-cell functions, which excludes infection by other 
viruses; (3) propagation of the virus within the cells; 
and (4) release of the newly developed virus. Toxic 
activity is not included in this scheme, as it is not yet - 
known whether the effect is direct on host cells or indirect, 
a reaction in the host leading to the lesions noted. 

Margaret Buchanan 


117. Studies on the Immunological Relationships of the 
Psittacosis Lymphogranuloma Venereum Group of Viruses 
E. St. JoHN and F. B. Gorpon. Journal of Infectious 
Diseases [J. infect. Dis.] 80, 297-306, May-June, 1947. 
24 refs. 


The psittacosis-lymphogranuloma venereum group of 
viruses includes a number of strains which form elementary 
bodies of similar morphology and possess common anti- 
gens. The immunological relations of several viruses of 
this group were tested in mice by serum-neutralization 
tests, which afforded a good means for the differentiation 
and identification of the members of the group. The 
following viruses were shown to be antigenically distinct: 
lymphogranuloma venereum, feline pneumonitis, and 
meningo-pneumonitis. Scott Thomson 


BACTERIA 


118. Some Factors Influencing the Virulence of Haemo- 
philus pertussis. Phase I 

D. F. Gray. Australian Journal of Experimental Biology 
and Medical Science {Aust. J. exp. Biol. med. Sci.] 2A, 
301-311, Dec., 1946. 8 figs., 46 refs. 


In spite of the recognition of the importance of anti- 
genically smooth phase I cultures of Haemophilus per- 
tussis in vaccine production, there is a lack of agreement 
on the value of such vaccines and difference of opinion 
on the occurrence of variation in virulence within phase I. 
Mouse passage and vacuum drying have been recom- 
mended for maintenance of virulence. The author 
investigated the virulence of cultures of different “* physio- 
logical agé’’ (since this factor has been largely -ignored 
by other workers), and of cultures in the developing egg. 
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The ability of the species while undergoing gross varia- 
tion to adapt itself to unfavourable media renders it 
difficult to state that Bordet-Gengou (B.-G.) or any 
artificial medium is optimal for it. 

The same phase I strain, dried after initial identification 
in a large number of ampoules, was used throughout. 
In any experiment an ampoule was sown on B.-G. 
medium and incubated at 37°C. After visible growth 
appeared, usually within 60 hours, subcultures were made 
for the experiment proper. In computing the physio- 
logical age the time of this subculture was counted as 
zero. Yields at 24, 48, and 72 hours were approximately 
in the proportion 1 : 2 : 3, incubation under 24 hours 
giving inadequate yields. Growth was washed off in 
buffered broth and standardized to No. 9 Brown’s opacity 
tube. 

For embryo culture, embryos aged 6 to 7 days inocu- 
lated by the allantoic route produced the best yield of 
organisms. The inoculum consisted of 0-2 ml. of a heavy 
suspension from a 24-hour B.-G. culture. The embryo 
dies in 48 to 72 hours, but multiplication of the organism 


. continues for-some time. In harvesting, 4 to 6 ml. of 


syrupy fluid is sucked off, and the egg protein is largely 
removed by dilution in buffered broth, shaking with 
beads, filtering through wool, and centrifuging. The 
organisms are re-suspended in buffered broth and 
standardized to No. 9 Brown’s tube. Virulence was 
estimated by intranasal inoculation of serial culture 
dilutions in buffered broth. The time between removal 
of the plate from the incubator and instillation was kept 
so far as possible constant (never over 1 hour). The 
dose was given in 0-05 ml. volume as 3 drops—one per 
second from 0-5 cm. above the nostrils. Any mouse 
failing to inhale or to recover satisfactorily from the 


anaesthetic was discarded. 


Results were recorded in terms of percentage deaths 
and average survival time—up to 22 days. (1) Com- 
parisons of 24-, 48-, and 72-hour cultures on B.-G. 
medium in doses of from 2-5 to 500 million in groups of 
mice showed that all doses from 50 to 5,000 million of 
24-hour cultures were fatal within 30 hours. No mice in 
the 48-hour series died within 48 hours. The mortality 
was 100% in the 24-hour, 70% in the 48-hour, and 20% in 
the 72-hour series. There were no agglutinogenic 
differences between 24-, 48-, and 72-hour cultures. 
(2) The 48-hour and 4-day embryo cultures showed 
degrees of differences in virulence comparable with those 
noted for B.-G. cultures of different ages. Comparisons 
with these, however, showed that 48-hour embryo 
cultures were definitely more virulent than 48-hour B.-G. 
cultures, but not more so than 24-hour B.-G. cultures. 
Though average mice survival time after 4-day egg 
culture was greater than after 48 hours on B.-G. medium, 
the mortality rates of these two groups were almost 
equal and there was no significant difference in virulence. 


- (3) Serial subcultures (24) on B.-G. at 2 to 4 day intervals 


produced a significant fall in virulence. Full virulence 
was restored by either one mouse-lung passage or a single 
egg culture. 

When 24-hour cultures produced rapid death, there 
were severe haemorrhagic oedema and cloudy swelling 
of bronchial epithelium—with little or no fibrin in the 


alveoli—compared with the appearance of early hepatiza, 
tion produced in animals surviving longer. The Tapid 
death and different histology suggested the Possibility 
of the action of a labile toxin. The intranasal route wa 
chosen, however, to eliminate endotoxic effects. More. 
over, endotoxin increases with physiological age and May 
be found in high concentration in an avirulent phase J] 
culture. Exotoxin in significant amounts in the haryeg 
from a solid medium is unlikely, and there is no evidenge 
of exotoxin production in the literature. The possibility 
of this was, however, tested by inoculating rabbits ang 
mice intravenously with the supernatant fluids of 4, 
48-, and 72-hour culture washes and an 18-hour fiuig 
culture. No toxic effects were noted. The possibility 
of variation in capsule formation was ruled out by the 
absence of diminution in capsules in serial smears at 
intervals of from 7 to 120 hours, while viable counts op 
the three suspensions showed that observed diminutiongs 
of virulence with physiological age were not due to death 
of the organisms. G. T. L. Archer 


_ 119. Passive Immunization by the Intranasal Route ip 


Experimental Pertussis . 
E. A. Nort. Australian Journal of Experimental 
Biology and Medical Science [Aust. J. exp. Biol. med, 
Sci.] 24, 253-259, Dec., 1946. 16 refs. 


Though in early studies of immunity to Haemophilus 
pertussis the challenge dose was given intranasally, 
previous treatment with antigen (or antibody) was 
administered parenterally. More recently it has been 
observed that influenza immune serum is apparently 
more effective intranasally than parenterally. A higher 
grade of active immunity to intranasal pertussis infection 
is produced by intranasal than by parenteral antigen, and 
protection has been conferred by intranasal pertussis 
antiserum given with the infecting dose. 

In the present work material was given to mice intra- 
nasally by the method of Burnet and Timmins. The 
routine lethal challenge dose was 100 x 10° H. pertussis 
in 0-05 ml. Absorption was carried out with living 
phase I H. pertussis grown on Bordet-Gengou medium 
for 48 hours. Immunity was assessed on (1) reduction 
in mortality (or delay in death), and (2) prevention-or 
control of lung infection (following a smaller challenge 
dose). Preliminary experiments confirmed that a high 
degree of protection is conferred by intranasal antiserum 
to simultaneous intranasal infection. When serum and 
challenge dose are given independently statistically 
highly significant protection is conferred by rabbit 
antitoxic serum (agglutinin titre 1 in 320) diluted 1 in 2, 
and rabbit antibacterial serum (agglutinin titre 1 in 
10,240) diluted 1 in 60, given 24 hours before the infecting 
dose. The latter serum (diluted 1 in 6) was protective 
against a challenge dose 4 days later, while with simul 
taneous administration a prozone was produced, 1 in 6 
and 1 in 20 dilutions being less effective than 1 in 60. 
No protection, perhaps even a detrimental effect, 
occurred when a lethal dose, or a dose normally not lethal 
in 7 days (500,000 organisms), was given 1 to 5 days 
before the rabbit antibacterial serum. With a smaller 
dose, however (50,000. organisms), the incidence of lung 
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infection was significantly reduced by serum administra- 
tion next day. 

The comparative effects of serum intranasally and intra- 
yenously 24 hours before infection were investigated. 
The former saved 6 out of 10 mice and prolonged the 
lives of others at a dose equal to #5 of an ineffective intra- 
yenous dose. Intranasal convalescent mouse serum, 
obtained 14 days after infection, was ineffective in 
passive immunization against a challenge dose 24 hours 
later. Evans, as a result of previous absorption tests, 
concluded that antitoxin was protective when introduced 
through the nose. The author found that, though 
antitoxic serum retained some protective power after 
absorption while antibacterial serum did not, human 
antibacterial serum, devoid of antitoxin, also retained 
some protective power after absorption. Hence “ there 
is no proof that antitoxin, per se, will protect ”’. 

By means of the technique described, a comparison of 
the immunological value of a stock phase I vaccine, and 
analum-precipitated vaccine, previously found ineffective 
in mice, was made. Groups of children were immunized 
with each vaccine and samples of serum, individual and 
pooled, taken before and 3 months after vaccination were 
tested in dilutions up to 1 in 20 for intranasal] protection 
of mice. Only the sera after vaccination with stock 
vaccine gave protection. 

A possible explanation of the results obtained by 
intranasal immunization is afforded by the observation in 
rabbits that the lower respiratory tract is relatively 
impermeable to antibodies. “In mice the route of 
introduction of antibody or antigen is at least as impor- 
tant as antibody potency or antigenicity respectively, and 
it is possible that the same principle might be found to 
apply to children.” G. T. L. Archer 


120. Diagnosis of Classical Typhus by a Complement- 
fixation Reaction. (Diagnostic du typhus historique par 
réaction de fixation du complément) 

J. Brisou. Bulletin de la Sociéfé de Pathologie Exotique 
[Bull. Soc. Path. exot.] 40, 72-74, March 12 and April 9, 
1947. 


The author describes a technique for the performance 
of a complement-fixation test in the diagnosis of classical 
typhus. Serum heated at 56°C. for half an hour was 
used with a formolized Durand-Giroud vaccine (a rich 
rickettsial suspension) undiluted, in increasing doses, as 
antigen. Fresh guinea-pig complement (haemolytic 
serum, the dose standardized for each test) was employed. 
A series of tubes was set up as follows: 


ml. | ml. | ml. | mil. | mi. 
Patient’s serum O02 | 02 | 02} 02 | — 
Undiluted antigen .. | 0-2 0:3 0-4 a 0-4 
Complement (1 in 10 0-4 0-4 0-4 0-4 0-4 

ormal serum «| es 0-1 0 0-4 0-2 


These were incubated at 37° C. for 1 hour. To each tube 
was added 1 ml. of a 2-5% suspension of sensitized sheep 
red cells. The tubes were read after incubation at 37° 
C. for 30 minutes. The Weil-Felix reaction was also 
carried out on each serum tested. The author bases the 


following conclusions on the results of 40 serological 
tests: In all cases of classical typhus the complement- 
fixation test is positive in the acute and convalescent 
stages; the complement-fixation test is sometimes 
positive when the Weil-Felix reaction is still negative; 
there is no definite correlation between the two reactions; 
the complement-fixation test is negative in subjects free 
from typhus. The two reactions are strongly positive 
during the acute phase of the disease, the differences 
occurring at the onset and during convalescence. In 
certain sera which gave a strongly positive Weil-Felix 
reaction the complement-fixation test was weak and 
inconstant. The dose of the Durand-Giroud vaccine 
(prepared in 1941) required was 0-2 ml., while the use 
of increasing doses of antigen and fixed doses of comple- 
ment was found to be most reliable. The vaccine was 
not haemolytic and its anticomplementary power was 
very weak (about 0-6 ml.). 

[The results of this investigation are insufficiently 
detailed and, while the number of tests carried out is 
given, the number of patients on whom these observations 
were made is not stated. As the author rightly says, 
no conclusions can be drawn.] J. L. Markson 


121. Use of Dubos Medium for Culture of M. tuber- 
culosis from Sputum 

H. Goipiz. Proceedings of the Society for Experimental 
Biology and Medicine {Proc. Soc. exp. Biol., N.Y.] 65, 
210-212, June, 1947. 5 refs. 


122. Bacteriophage Under the Ordinary Microscope 
A. W. Horer. Journal of Bacteriology [J. Bact.] 53, 
781-792, June, 1947. 3 figs., 26 refs. 


IMMUNITY 


G. PANJA and N. N. Das. Jndian Journal of Medical 
Research [Indian J. med. Res.] 35, 3-6, Jan., 1947. 


A comparative test of intradermal (0-1 and 0-2 ml. 
doses) and subcutaneous (0-5 and 1-0 ml. doses) inocula- 
tion of cholera vaccine (issued by the Central Research 
Institute, Kasauli, and containing both Inaba and 
Ogawa strains) was made by immunizing 11 persons by 
the former and 10 by the latter method. The interval 
between doses by each route was 7 days. 

Tests before inoculation showed an absence of agglu- 
tinins at a serum dilution of 1 in 10 to either cholera 
strain in all but two individuals. These two were in the 
intracutaneous group, and had titres of 1 in 10 and 1 in 
20 respectively for both strains, but were not among those 
showing maximal response to test doses of vaccine. 
Seven pooled sera—4 from the intradermal and 3 from 
the subcutaneous group [the details of constituent sera 
are not given]—failed to render vibrios immobile in 9 
Pfeiffer tests or to protect any of 12 guinea-pigs. 

Examination a week after the second dose of the sera 
from individuals inoculated intradermally showed: 
(1) Agglutinins (Inaba and Ogawa); all positive in titres 
from 1 in 10 to 1 in 320; in 13 out of 22 tests (5 Inaba and 
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8 Ogawa), a titre of 1 in 80 or over, was reached. (2) 
Bacteriolysis; 4 pooled sera (corresponding to controls) 
rendered vibrios immobile in 9 Pfeiffer tests. (3) Pro- 
tection; all of 12 test guinea-pigs were protected by 
pooled serum. The sera of the group inoculated subcu- 
taneously showed: (1) Agglutinins; 3 negative tests at 
1 in 10 dilution, and 6 out of 20 tests (2 Inaba, 4 Ogawa) 
positive at a titre of 1 in 80 or over. (2) Bacteriolysis; 
pooled sera did not render vibrios immobile. (3) Protec- 
tion; 3 out of 10 guinea-pigs were not protected. 

These results, showing an apparent superiority of the 
intradermal method, suggest the advisability of carrying 
out a series of more critical protective tests. 

G. T. L. Archer 
124. Antibody Response of Human Beings to Centri- 
fuged, Lyophilized Japanese B Encephalitis Vaccine 


_ A.B. Sasin and C. E. Durry. Proceedings of the Society 


or Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.] 65, 123-126, May, 1947. 2 refs. 


Since Japanese B encephalitis vaccines prepared and 
stored in different ways can vary in their immunogenic 
properties, and since vaccination has been shown to give 
rise to a certain degree of resistance in mice without 
demonstrable antibodies, a series of tests were performed 
to determine the dosage of vaccine which should be 
capable of producing neutralizing antibodies in an 
appreciable proportion of inoculated persons. 

Confusing results were obtained in the first series of 
tests carried out on 6 persons, each of whom had varied 
but demonstrabie amounts of antibody in the serum. 
The vaccine had been inactivated with formalin which, a 
week later, was neutralized with ammonium hydroxide 
and stored in solid carbon dioxide for 24 days before use. 
This treatment was shown to cause a distinct loss in the 
antigenic potency of the stored vaccine. A second series 
of tests was performed with a lyophilized vaccine prepared 
by centrifuging a 10% suspension of mouse brain in 
physiological saline on the angle centrifuge at 3,000 
r.p.m. for 30 minutes. The centrifuged material, before 
addition of formalin to a concentration of 0-2%, showed 
a virus titre of 10-*-*. Tests for active virus proving 
negative, the vaccine was stored at 2° to 3°C. Assays 
in mice showed it to have a 50% immunogenic dose 
(ID 50) within the range of 0-01 ml. The 12 human 
volunteers, selected because their sera were found to 
contain no antibody for Japanese B virus, were inoculated 
in three groups. The first group were given 1 dose of 
4 ml. of vaccine; the second 2 doses of 2 ml. with an 
interval of 3 days between doses; and the third, 3 doses 
of 2 ml. with the same time intervals. Neutralizing 
antibodies were demonstrable by means of the intra- 
cerebral neutralization test in 4 of the 12 persons inocu- 
lated. In 3 additional persons equivocal titres developed, 
but intra-abdominal neutralization tests in mice gave 
negative results in these sera. The antibody which 
appeared in significant titres persisted for at least 4 
weeks. It is suggested that 4 nil. of a vaccine possessing 
an ID 50 for mice of about 0-01 ml. is probably in the 
range of minimal dosage required for human beings. 

Margaret Buchanan 


125. Antibody Respofise of People of Different Ages 
Two Doses of Uncentrifuged Japanese B Encephalitis 
Vaccine 

A. B. SaBIN. Proceedings of the Society for Experimenta 
Biology and Medicine [Proc. Soc. Biol., N.Y.) 65, 127. 
130, May, 1947. 3 refs. 


As reported in Abstract No. 124, neutralizing apy). 
bodies were demonstrated in persons inoculated with 
angle-centrifuged, lyophilized Japanese B encephalitis 
mouse-brain vaccine. Further work, however, indicated 
that as much as 75% of the antigenic material may be log 
by centrifugation. It was therefore decided that the 
vaccine for the armed Forces was to consist of 10% 
uncentrifuged mouse-brain suspension in physiological 
saline, in which the virus was inactivated by 2% formalin 
at 2° to 5° C., the final product being stored in the fluid 
state in the cold. 

Thirty-five persons, aged 18 to 56, whose pre-vaccina. 
tion sera showed no antiviral effect on Japanese B virus, 
received 2 doses of 2 ml. each, 3 days apart, of this 
vaccine, which was shown to retain an ID 50 of apprdxi- 
mately 0-005 ml. for mice over several months. Two 
weeks after inoculation samples of sera were withdrawn, 
and these, along with the pre-vaccination sera, were 
tested for the presence of antibodies. Serum-virus 
mixtures were incubated in a water-bath at 37° C. for 
2 hours before intracerebral inoculation in mice. Rabbit 
serum was used as the control, and neutralization indexes 
were calculated from the combined control LD 50 of the 
control virus tests. After 2 weeks 43% of persons 
inoculated had demonstrable antibodies. The incidence 
of antibody development appeared to be higher among 
the younger group of adults (18 to 35 years) than among 
the older (36 to 56 years)—42% as compared with 20%— 
but further work is indicated to confirm this. Neutraliza- 
tion of the formalin with NaHSO, immediately before 
injection appeared to have no effect on the development 
of antibodies. — ° Margaret Buchanan 


126. Neutralising and Complement-fixing Antibodies 
for Japanese B Encephalitis Virus in Vaccinated U.S. 
Personnel in Japan 

D. R. Grnper, M. MaATumorTo, R. W. SCHLESINGER, and 
A.B. SaBIn. Proceedings of the Society for Experimental 
Biology and Medicine (Proc. Soc. exp. Biol., N.Y.) 6, 
130-135, May, 1947. 3 refs. 


The sudden and unpredictable onset of epidemics of 
Japanese B encephalitis and the difficulties involved in 
vaccinating large numbers during an epidemic resulted 
in the decision to vaccinate the occupation Forces in 
Japan in advance of the season when epidemics might 
occur. As the antigenic potency of the most effective 
vaccines is limited, and as it was desirable to reduce the 
dose of mouse brain to a minimum, it was decided to 
alter the dosage from 2 doses of 2 ml. each 3 to 5 days 
apart (the dosage employed during epidemics) to 2 doses 
of 1 ml. each 4 to 7 days apart, to be followed by a booster 
dose of 1 ml. 1 month later or on the appearance of an 
epidemic. Studies were carried out on 24 Americans in 
Tokyo in order to determine the serological pattern, both 
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as regards neutralizing and complement-fixing antibodies 
resulting from such vaccination. Only one of these men 
had neutralizing antibodies for the Japanese B encepha- 
litis virus before vaccination, and at no time before or 
after. vaccination were complement-fixing antibodies 
demonstrable in his serum. i 

The vaccine used for the first dose had an ID 50 of 
0-028 ml. by mouse assay, which is considerably less 
than the minimal required potency of 0-01 ml. The other 
2 doses had an ID 50 of 0-0094 ml. Results obtained in 
20 Americans (aged 19 to 35 years) previously without 
antibody may be summarized as follows: (a) Neutra- 
lizing antibodies were demonstrable 10 days after the 
second dose in 3 men and 10 days after the third dose in 9. 
Thus with the poorer commercial vaccines available. in 
the field a total dose of 3 ml. given by the triple-dose 
method outlined above yielded practically the same 
results (45% positive) as a vaccine of 2 to 5 times greater 
potency in a total dose of 4 ml., given in 2 doses of 2 ml. 
3 days apart, which showed development of neutralizing 
antibodies in 52% of inoculated individuals in a similar 
age group (see Abstract No. 125). (6) Complement- 
fixing antibodies found after vaccination were of two 
kinds: one, reacting with various virus antigens as well as 
with normal mouse brain in serum dilutions of 1 : 2 and 
1:4, appeared in 35% after the second dose and in 45% 
after the third; the other, apparently specific for Japanese 
Bencephalitis virus, and demonstrable in serum dilutions 
of 1 : 16 and 1 : 32, appeared only in 10%, and inyboth 
instances the titre was higher after the second dose than 
after the third. Antigens used in the complement- 
fixation tests consisted of mouse brain infected by 
Japanese B, St. Louis, and Western equine encephalitis 
viruses, with normal mouse brain as a control. Comple- 
ment fixation occurred in certain dilutions with each 
antigen, but the authors conclude that, in persons 
vaccinated with mouse-brain vaccine, complement- 
fixation titres of not more than 1 : 4 of the original serum 
dilutions obtained with any mouse-brain antigen (except 
for the mouse-brain component) could be regarded as 
non-specific even when the reaction was positive with only 
one of a series of several antigens. Therefore the pre- 
sence of complement-fixing antibodies in vaccinated per- 
sons cannot be correlated with the neutralizing capacity 
of their sera. Margaret Buchanan 


127. Serological Response of Japanese Children and 
Old People to Japanese B Encephalitis Mouse Brain 
Vaccine 

A. B. Sabin, D. R. Grnper, M. Matumoro, and R. W. 
SCHLESINGER. Proceedings of the Society for Experi- 
mental Biology and Medicine {Proc. Soc. exp. Biol., N.Y.] 
65, 135-140, May, 1947. 1 ref. 


It has been noted in a previous communication 
(Abstract No. 125) that the serological response to 
vaccination with Japanese B encephalitis mouse-brain 
vaccine was greater in the age group 18 to 35 years than 
in the group 36 to 56 years. It has also been noted that 
the case-fatality rate among Japanese people over 60 
years of age has been as high as 70 to 90%. It was there- 
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fore decided that, in testing out the value of the mouse- 
brain vaccine in endemic areas, administration should 
be restricted to children between 3 and 5 years of age and 
persons of 60 years and over, 19,000 children and 2,000 
old people being inoculated with the commercial vaccine 
described in Abstract No. 125. The same method of 
inoculation was employed (2 doses of 1 ml. 6 days apart, 


‘followed a month later by a booster dose of 1 ml.). The 


inoculations were performed in advance of the season 
when epidemics usually appear, and adults and infants 
received the same dose. 

Ten children and 10 old persons were selected from an 
urban area and the same number from a rural area. 
Blood was obtained immediately before the first dose of 
vaccine, 10 days after the second dose, and 10 days after 
the third dose. One lot of vaccine (A) was used for the 3 
doses in the urban group, and results by mouse assay 
showed it to have an ID 50 of 0-011 ml. Vaccine B used 
in the rural group had an ID 50 of 0-077 ml., or one-sixth 
of the potency of lot A. 

The influence of the potency of the vaccine on antibody 
response in children is clearly shown. Of those receiving 
the better vaccine 10 developed good titres of neutralizing 
antibody, while only 1 out of 10 receiving the poorer one 
developed a distinctly positive neutralizationindex. Itwas 
also shown that after the second dose 3 of the 10 children 


‘vaccinated with A had significant neutralizing antibody, 


while none of those inoculated with B had. Of the 10 
children and 7 old people who had no neutralizing anti- 
bodies before vaccination with vaccine A, all 10 children 
obtained significant amounts of neutralizing and comple- 
ment-fixing antibodies, while none of the old people 
showed either. Those children who had no antibodies 
in their pre-vaccination sera and were inoculated with B 
did not develop antibodies. A different response was . 
obtained in old people with neutralizing antibodies in 
their pre-vaccination sera. In all of these persons 
complement-fixing antibody appeared or increased 
promptly. This effect may be produced with vaccines of 
low antigenic potency, since 7 of the 10 persons exhibiting 
it were i lated with B. : 

The authors reject the possibility of the antibody 
responses being the result of spontaneous infection, on 
the grounds that no cases of Japanese B encephalitis 
occurred in these areas during the summer and autumn of 
that year. It has also been shown that children born 
after an epidemic period, in endemic areas, rarely develop 
antibodies. The fact that neutralizing antibodies 
appeared in all of the children and in none of the old 
people adequately vaccinated, together with the fact that 
final serum specimens were obtained several weeks before 
the date when outbreaks usually reach their peak, also 
favours their view. The extent to which the larger 
amount of vaccine per unit of body weight might be 
responsible for the better response in children has also 
been considered. In comparison with the results ob- 
tained in U.S. personnel of the age group 19 to 35 years, 
where 45% had antibodies after the third dose, the differ- 
ence in the amount of vaccine per unit of body weight 
favoured the old people, who, on the average, probably 
weighed only half as much as the group of U.S. adults. 

Margaret Buchanan 
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Paediatrics 


128. The Differential Leucocyte Count of the Newborn 
in Relation to that of the Mother and to the Endocrinology 
of Pregnancy.’ (La formula leucocitaria del neonato in 
rapporto a quella materna ed all’endocrinologia della 
gestazione) 

A. INGIULLA and G. De Grosufé. Rivista Clinica 
Pediatrica [Riv. Clin. pediat.] 3, 129-153, March, 1947. 
2 figs., 21 refs. 


Studies of the blood picture of mother and infant were 
made immediately after delivery to investigate the 
mechanism governing the modifications in the white 
blood cells. 


In order to determine approximately how many days - 


of obgervation were necessary to study the changes in the 
leucocyte count in the newborn, haematological examina- 
tions were performed on 3 infants bornat term. After 
7 to 8 days the polymorphonuclear leucocytosis and the 


number of leucocytes returned almost to normal. 


Investigations were then made simultaneously on 8 
mothers and their infants, the examinations being 


repeated four to six times on each case during the first - 


week of life. The leucocytosis of the newborn tended to 
persist in some cases beyond the first week of life, but 
the number of white cells began to decrease in every case 
immediately after delivery. A moderate monocytosis 
was often encountered, and in some cases reached a 
high value. No relation existed between the number of 
maternal and infant’s erythrocytes; neither of the 2 
subjects showed corresponding haemoglobin variations. 
The modifications in the white cell counts of the mother 
and infant oc¥ur in a parallel and synchronous manner; 
they begin simultaneously in the mother and foetus at the 
end of the fifth or sixth month of pregnancy and corre- 
spond to the variations in the maternal sex hormones. 
The modifications in the white cell counts reach a peak 
at delivery and disappear slowly during the first ‘week of 
life or the puerperium. 

Recent study has demonstrated the importance of the 
action of the sex hormones on the morphological 
composition of the peripheral blood, and especially the 
erythro-leucopoietic action of folliculin. 

Experiments were therefore made with folliculin. 
The infant was thought more suitable for the study than 
the mother, since the latter’s hormones were necessary to 
establish the return to normal of the genital apparatus 
and to promote breast function. A daily dose of 10,000 
iu. of folliculin was administered for one week to a 
group of 18 newborn infants. This amount was not 
considered an overdose, and no evidence was found of 
ill effects from this dosage. Comparison with the 
results already obtained showed that there is a definite 
difference of behaviour between the cases treated with 
folliculin and the others. The polymorphonuclear 
leucocytosis was still present in 11 of the subjects at the 
end of the seventh and eighth days; in 4, the leucocyte 
count became normal somewhat late; 3 gave a negative 


response to folliculin, and these results can be added to 
those in infants not treated with the compound. The 
red cell count seemed not to be affected by the administra. 
tion of folliculin. Rina Saunders 


129. Bacteriology of the Collection and Preservation 6f 
Human Milk 
J. Wricut. Lancet [Lancet] 2, 121-124, July 26, 1947, 
3 figs., 5 refs. 


Bacteriological examinations were carried out on 
human milk obtained from four maternity hospitals 
(A, B, C, and D) with different methods of collection and 
various degrees of cleanliness, and also on human milk 
obtained by an “ ideal ”’ technique—that is by spraying 
the milk from cleaned nipples direct into autoclaved 
bottles and chilling it immediately. The roll-tube 
method was used with “ yeastrel ’’-milk-agar as the 
medium, and aerobic incubation for 3 days at 37°C. 
The results showed a striking difference. The bacterial 


counts of the milk samples from maternity hospitals A 


and C ranged from 3,700 to 8,000,000 (mean, 2,230,000) 
per mj., while counts of 0 to 2,500 (mean, 298) per ml. 
resulted from samples taken by the “ ideal” technique. 
An analysis of the causes of contamination revealed that 
collecting-bowls and breast pumps were the main 
sources. By boiling these utensils, without any other 
precautions, the bacterial count could be reduced by 
99-3%. Based on these findings a practicable, clean ward 
technique of expression and collection of human milk 
is recommended. Bacterial counts of milk samples 
collected by this method ranged from 70 to 39,000 (mean, 
8,600) per ml. Further, three methods of heat treatment 
of the milk were tested. Boiling the milk in a saucepan 
with lid immediately after collection proved the easiest 
and safest way for ward use. 

The bacterial flora were ascertained of 85 individual 
and 10 pooled specimens of human milk taken from 
hospitals A and B, collected mainly by the clean ward 
technique. The flora consisted of bacteria found com- 
monly on the skin or in the upper respiratory tract. 
Micrococci were the commonest bacteria, many of them 
with lipolytic action. Non-haemolytic and «-haemolytic 
streptococci were the next common. Staphylococcus 
aureus (coagulase-positive) was found in only 18 out of 
95 samples of pooled milk, but in 6 out of 8 samples if 
expressed drops were examined. The samples obtained 
from vessels used without previous boiling showed 
evidence of faecal contamination (Bacterium coli, Bact. 
aerogenes, and Bact. alcaligenes). 

To serve its purpose pooled human milk must corre- 
spond to optimal requirements of purity. Omission of 
fundamental hygienic measures during collection will 
result in bacterial contamination. The establishment of 
a network of human-milk banks needs standardized 
methods of collection and preservation. 
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[The tables reproduced would have been more instruc- 
tive had conditions of investigation been uniform, thus 
allowing reliable comparison. ] M. Dynski-Klein 


130. Icterus Neonatorum: Its Incidence and Cause 

L. FInpLay, G. Hicoins, and M. W. STANIER. Archives 
of Disease in Childhood [Arch. Dis. Childh.] 22, 65-74, 
June, 1947. 6 figs., 38 refs. 


Icterus neonatorum is usually considered to be due to 
haemolysis, although functional immaturity of the liver 
is recognized as a possible cause. This investigation 
represents an attempt to determine which is the more 
important factor. The diagnostic criterion was a 
concentration of plasma bilirubin in cord or post-natal 
blood of more than 1 mg. per 100 ml. The incidence 
by this criterion is 81%. Many infants at birth, although 
not clinically jaundiced, show a high plasma bilirubin 
(62% of 110 infants), but it does not reach the high level 
so often seen a few days later. Nevertheless, it seems 
that in general the higher the level of foetal bilirubin 
the greater is the chance of the development of jaundice. 
Immaturity apparently has no relation to plasma bili- 
rubin, although all infants born before the thirty-fifth 
week of pregnancy become jaundiced. In 16 infants 
bilirubin was determined in the cord blood and in the 
blood at intervals during the first 10 days; in 8, it rose 
sharply to 3 to 9-4 mg. per 100 ml. and jaundice was 
visible; in 6, the foetal bilirubin was below 1 mg. 
per 100 ml. but rose slightly to less than 2 mg. per 100 ml., 
returning to normal by the tenth day; in 2, foetal blood 
showed hyperbilirubinaemia, which diminished after 


-birth 


The following: facts suggest that icterus neonatorum is 
not due to haemolysis. (1) The most rapid fall in 
haemoglobin level and red cell count occurs after the 
second week, when there is no tendency to jaundice. 
(2) The rate of fall is not greater in jaundiced infants. 
(3) Immature cells are not present in the circulating blood 
except in the first few hours; reticulocytes do not rise 
above 1%. [Other observers, however, record reticulo- 
cytosis up to 5% in normal infants of several months of 
age.] (4) In normal infants extramedullary haemato- 
poietic tissue diminishes, whereas when undoubted 
haemolysis occurs it is increased. Moreover, the 
evidence in favour of the presence of any haemolysin is 
doubtful, as is the evidence of increased fragility of the 
red cells—in fact, Findlay (Arch. Dis. Childh., 1945, 
20, 64) had previously found a slightly decreased fragility 
in the newborn. 

To find that hepatic immaturity is the cause of the 
jaundice, on the other hand, would not be surprising. 
Many tissues do not reach full function until some time 
after birth, and, if hepatic immaturity were the cause of 
hyperbilirubinaemia, the more immature the infant the 
greater would be the tendency to jaundice; this is a 
well-known fact. Bilirubin is probably excreted before 
birth via the placenta, as the bilirubin level in the umbilical 
artery was found to be higher than that in the umbilical 
vein. The sudden change from excretion by the placenta 
to excretion by the child’s immature liver might well 
explain a temporary accumulation of bilirubin in the 


blood. The albumin/globulin ratio of the plasma pro- 
tein, however, did not suggest liver insufficiency, nor did 
the results of the Takata-Ara reaction. 

The authors conclude that these tests do not reflect 
the ability of the liver to excrete bilirubin. The amount 
of faecal bilirubin was correlated with the weight of the 
child in 16 cases; in spite of great daily variations, the 
results showed that non-jaundiced infants excrete bili- 
rubin earlier and in greater amounts. It is concluded 
that icterus neonatorum is due to hepatic insufficiency 
rather than to haemolysis. J. Vernon Braithwaite 


131. A Review of 112 Cases of Congenital Hypertrophic 
Pyloric Stenosis 

R. M. Topp. Archives of Disease in Childhood (Arch. 
Dis. Childh.] 22, 75-85, June, 1947. 11 refs. 


These 112 cases of congenital pyloric stenosis were 
treated over a period of 8 years in the wards and out- 
patient departments of the Leicester Royal Infirmary, 
which serves a population of 550,000 people. They are 
divided into two series. In series A, 40 patients were 
studied during the illness and again after an interval of 
1 to 24 years;* in series B, 72 patients who had had the 
disease between 1938 and 1945 were followed up. In all 
patients a palpable pyloric tumour was present. Routine 
treatment was by 3-hourly feeding with breast milk or 
half-cream dried milk; administration of “* eumydrine ” 
(methyl atropine nitrate), 1 in 10,000 aqueous solution 
by mouth half an hour before feeds, 3 to 6 ml.; relief of 
dehydration by subcutaneous salines before drug treat- 
ment; stomach lavage twice daily until there was no 
residue; rectal lavage every third day if severe constipa- 
tion was present; and administration of ammonium 
chloride gr. 2 (0-13 g.) 3 times a day if previous vomiting 
had been severe. In-patients were nursed in a single- 
bedded cubicle. 

Of the 40 patients in series A, 30 were in-patients, the 
length of stay in hospital varying from 2 to 40 days; 38 
were treated medically and 2 by Rammstedt’s operation 
after a trial of eumydrine; both recovered. There were 
2 deaths, 1 child being moribund on admission and the 
other contracting gastro-enteritis after discharge. Of the 
72 patients in series B, all were admitted and given 
eumydrine; 3 were operated on as well and 2 of these 
died. Altogether there were 10 deaths in this series. 
Of the total of 12 infants who died 11 were severely 
dehydrated and 9 had a low birth weight. The age of 
onset and the age at which treatment was started had no 
bearing apparently on the mortality. A review of the 
literature from 1910 to 1944 shows the death rate to have 
been the same whether medical or surgical treatment 
was used, although there are wide variations in the 
reports of individual workers. In recent years mortality 
has tended to fall with both forms of treatment. Which- 
ever treatment is employed, breast-feeding and nursing 
in separate cubicles are important factors in reducing the 
mortality. 

Emphasis is laid on the importance of skilled nursing, 
in medical treatment and of an experienced operator in 
surgery. If the latter is not available medical treatment, 
preferably out-patient, is the choice for most cases. 
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Jacoby’s indications for surgical treatment—early vomit- 
ing, severe dehydration, absence of infection and of 
diarrhoea—are discussed. The present results show, 
however, that many patients in whom, on these criteria, 
surgery was indicated, recovered with medical treatment. 
The author considers that medical treatment is indicated 
in the absence of severe dehydration, or if the child 
is infected, but that operation should be performed if 
there is no response to a week’s medical treatment, 
if the child is grossly dehydrated, or if the birth weight 
is below 64 Ib. (2-9 kg.). 

After an interval of from 11 to 32 months the patients 
of series A were admitted for 1 night for clinical examina- 
tion and a barium meal. The former revealed no 
abnormality, but in the majority of those who had had 
a long stay in hospital—presumably owing to the severity, 
of the disease—there was delay in emptying time. 
Twenty-six of the older children of series B were similarly 
investigated; 9 had alimentary symptoms, and 5, all of 
whom had had a prolonged stay in hospital originally, 
showed contraction of the pyloric antrum and delayed 
emptying of the stomach. J. Vernon Braithwaite 


132. Kernicterus. A Follow-up Study of Thirty-five 
Erythroblastotic Infants 

R. STILLER. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 73, 651-662, June, 1947. 12 refs. 


Of 35 patients with erythroblastosis for whom follow- 
up records were obtainable, 29 are still living and 
6 have died. . The ratio of white to Negro in this series 
was 31 to 4. Analysis of the autopsy reports of the 6 
deaths failed to show any correlation between the degree 
of clinical involvement of the central nervous system and 
the pathological picture. Of the 29 living children 4, 
or 15%, show signs of involvement of the central nervous 
system that may be interpreted as evidence of kernicterus. 
Two of these 4 showed evidence of involvement of the 
central nervous system in the neonatal period. None of 
the remaining 25 normal children showed any such neo- 
natal involvement. Transfusion therapy should be 
directed against the anaemia and is of no value in amelio- 
rating the damage to the brain that has already occurred. 
—[Author’s summary]. 


133. Familial Hypoplastic Anemia of Childhood. 
Report of Eight Cases in Two Families with Beneficial 
Effect of Splenectomy in One Case 

S. EstreEN and W. DAMESHEK. American Journal of 
Diseases of Children [Amer. J. Dis. Child.| 73, 671-687, 
June, 1947. 34 refs. 


After a review of similar cases in the literature, the 
authors describe 8 cases of familial hypoplastic anaemia 
in two French-Canadian families. In the first there were 
6 siblings, 3 of whom were affected, and in the second 
there were 14 with 5 affected. Two cases are reported in 
detail, one from each family. The clinical and haemato- 
logical picture closely resembled that in the Fanconi 
syndrome, but differed in that there were no congenital 
defects other than marrow hypoplasia. All the affected 
children showed pancytopenia. Sternal puncture in the 


two patients described showed quantitative hypoplasia 
of all the marrow elements. Reticulocytosis was present 
in each, indicating some degree of regenerative activity, 
In no case was the spleen enlarged. 

Since it was thought that splenectomy would eliminate 
the inhibitory mechanism which the spleen normally exerts 
on the marrow, the operation was performed on one of 
the children with remarkably beneficial effect. The 
haemorrhagic tendency (epistaxis and ecchymoses) 
ceased, and the red blood cells, leucocytes, and platelets 
increased. This patient was alive at the time of the report 
and had reached an age unattained by his four affected 
siblings. His sternal marrow still showed moderate 
hypoplasia and his anaemia persisted. 

The authors consider these cases to be the first recorded 
instances in which marrow hypoplasia has been the sole 
familial trait. W. F. Gaisford 


134. Treatment of Internal Hydrocephalus, with Special 
Reference to Coagulation of the Choroid Plexuses. (La 
hidrocefalia interna y su tratamiento actual, con especial 
referencia a la coagulacién de los plexos coroides) 

G. CARDELLE, C. RAMirEz Corria, A. LORET DE MOLa, 
R. M. Jiménez, R. BRADSHAU, J. SAENZ, and M. Diaz 
PADRON. Revista Cubana de Pediatria [Rev. cubana 
Pediat.] 19, 319-359, June, 1947. 6 figs., 34 refs. 


A description of hydrocephalus is given, followed 
by an account of 33 cases seen at the Hospital Municipal 
de Infancia, Havana. The authors believe that the 
attitude adopted towards hydrocephalus is too pessi- 
mistic, and urge early diagnosis and an attempt to under- 


stand completely the exact pathology in every case, so . 


that operable cases can be dealt with without delay. 
Operation may be for removal of tumours, drainage of 
abscess, or removal of a subdural haematoma. In the 
obstructive type elimination of the choroid plexus is one 
of the methods employed, although an unusual one. In 
the communicating type elimination of the plexus is most 
valuable. This may be performed surgically, which is 
difficult and dangerous, or by coagulation. The latter 
can be carried out through a small incision, under local 
analgesia with preliminary barbiturate medication. The 
head is held so that the vertex is the highest point, and 
after trephining an incision about 1-5 cm. long is made 
through the dura and brain tissue. [Exact point not 
stated.] Four types of plexus may be encountered: 
(1) a normal plexus with small lesions, apparently 
inflammatory; (2) a rather villous plexus with obvious 
hyperplasia; (3) a tumour in the substance of the 
plexus; and (4) a hypoplastic plexus. The authors’ 
routine is to coagulate the plexus on one side, and wait a 
month or so. If the head continues to enlarge, the other 
side is then coagulated. Since they have not yet had a 
case under observation for more than a year, they are not 
in a position to state whether the end-results are good. 
J. G. Jamieson 


R. S. Eustis. Journal of Pediatrics [J. Pediat.| 31, 
448-455, Oct., 1947. 1 fig., 14 refs. 
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136. The Volume and Composition of Parenteral Fluids 
and Clinical Problems of Body Fluid Equilibrium 

Cc. A. Moyer, M. Levin, and F. W. KLinGe. Southern 
Medical Journal [Sth. med. J.] 40, 479-490, June, 1947. - 
3 figs., 12 refs. 


Indiscriminate parenteral and oral administration of 
fluids can cause serious illness.. Healthy men denied 
access to water become ill when infusions of 5% of their 
body weight of 0-9% sodium chloride in 5% glucose are 
given. A relative deficit of water develops, with reten- 
tion of salt and potassium deficiency, producing general- 
ized muscle tremors, incoordination, relative insensitivity 
to pain, a sense of constriction, dyspnoea, chilliness, 
hoarseness, salivation, and a compelling thirst. If water 
as desired is taken during this infusion, or if 0-6% saline 
is employed, most of these symptoms do not appear. 
During administration of normal saline parenterally the 
degree of “relative water deficit’’ (or salt retention) 
depends on the ability or failure of the kidneys to excrete 
salt in a higher concentration. For this reason, patients 
who have suffered severe trauma and those who have 
advanced arterial disease, malnutrition, cancer, obstruc- 
tive jaundice, or anaemia, are relatively incapable of 
obtaining water from isotonic saline infusions. When 
large combined salt and water deficiencies need correc- 
tion in such patients, hypotonic salt solution should be 
used. 

When the excreting capacity of the kidneys for water 
has been impaired, as in patients with acute nephritis, 
hypertensive encephalopathy, obstructive jaundice, and 
burns, and after major surgical procedures, the injudicious 
use of 5% glucose solution intravenously or water orally 
may lead to serious illness, and even to convulsions and 
death. For treatment of such individuals in the con- 
vulsive stage of this water-excess syndrome, the most 
effective method is the intravenous administration of 
hypertonic salt solution, preferably half-molar or third- 
molar racemic sodium lactate. 

[This article may be read to advantage in conjunction 
with that by Marriott (Brit. med. J., 1947, 1, 245) where 
the physiology of this subject is approached in quite a 
different manner.]} T. Semple 
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137. The Use of Intravenous Ethyl Alcohol in the Treat- 
ment of Status Asthmaticus 

E. A. Brown. Annals of Allergy [Ann. Allergy] 5, 
193-195 and 273, May-June, 1947. 3 refs. 


Intravenous use of ethyl alcohol for anaesthesia was 
first recommended by Verkhovskaya in 1945 (Amer. Rev. 
Soviet Med., 1945, 2, 266). The toxic dose is 7-7 ml. per 
kilo body weight, the average dose for complete narcosis 
being 2 to 2:5 ml. per kilo. The wide margin of safety 


Medicine: General 


encouraged the author to try it in the treatment of the 
asthmatic state. Commercial solutions containing 5% 
of ethyl alcohol in glucose-saline are available with or 
without added vitamin-B complex. 

To 5 out of 6 patients who did not respond to the usual 
treatment by oral, subcutaneous, and intravenous 
methods a 5% solution of ethyl alcohol in 5% glucose- 
saline, with or without adrenaline 1 in 1,000 (0-3 to 1 ml.), 
was given intravenously at the rate of 80 to 100 drops per 
minute with great success. Two of the patients were 
successfully treated by the same method when admitted 
on two successive occasions to hospital. No ill effects 
were observed in any of the patients. In an appendix 
it is mentioned that similar results were obtained in 26 
more patients treated in the same way subsequently. 

E. M. Fraenkel 


138. Continuous Intravenous Aminophyllin Therapy in 
Status Asthmaticus 
R. J. GooDALL and L. UNGER. Annals of Allergy [Ann. 
Allergy] 5, 196-202, May-June, 1947. 1 fig., 7 refs. 


Intermittent intravenous and rectal administration of 
aminophylline was replaced by continuous infusion of 
the drug in the treatment of status asthmaticus; thus the 
patient could be kept free from bronchial spasm long 
enough for the associated oedema of the bronchial 
mucosa to subside. The method was used in hospital 
patients, in whom previous measures, including inter- 
mittent aminophylline injections, had failed. Of 10 
patients treated the majority obtained relief; in 4 of them 
the results were particularly successful. Failure was 
reported in only 1 case. Relapses occurred in some cases, 
as was expected. The initial dose varied from 1 to 3 g. 
of aminophylline dissolved in 2,000 ml. of fluid per 24 
hours. The rate of flow was 28 drops a minute, and the 
vehicle was 5°% glucose in distilled water for the first litre 
and 0-9% saline in distilled water for the second litre; 
the solutions were then used alternately during 7 to 14 
days. No toxic effects were observed, and when a vein 
became inflamed, the needle was transferred to another 
one. There is no danger in giving up to 3 g. of amino- 
phylline in 24 hours in severe bronchial asthma. Large 
doses should be used initially, and very gradually reduced 
as the asthma symptoms subside. E. M. Fraenkel 


139. Evaluation of Intramuscular Injections of Specific 
Extracts in the Treatment of Acute Poison Ivy Dermatitis 
J. B. Hower. Annals of Allergy [Ann. Allergy] 5, 
219-223 and 246, May-June, 1947. 1 fig., 15 refs. 


Of 40 patients who suffered from acute poison-ivy 
dermatitis during the spring and summer months, 23 
were given one to four intramuscular injections of poison- 
ivy extract during the course of the eruption. As a 
control 17 patients received one to four injections of 
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a- MEDICINE: 
crude liver extract or “ proteolac ” intramuscularly or of 
strontium bromide intravenously. Symptomatic local 
skin treatment was carried out in both groups. Intra- 
muscular injection of poison-ivy preparations produced 
reactions, at the site both of the existing dermatitis and 
' of the injection area. No relief was obtained in the 24 
to 48 hours after the first injection, and the average time 
required for healing was the same in both groups. Only 
three out of eight brands of commercial poison-ivy extract 
applied as a patch test to the author’s highly-sensitized 
arm gave a positive reaction. This may explain why only 
few patients are made worse by injection of these extracts. 
The author holds that poison-ivy extract is contra- 
indicated in the treatment of acute rhus dermatitis. 
E. M. Fraenkel 


140. House Dust and Fungus Allergy. [In English] 

F. REYMANN and M. ScHwartz. Acta Pathologica et 
Microbiologica Scandinavica {Acta path. microbiol. scand.} 
24, 76-85, 1947. 21 refs. 


The investigation described was undertaken to deter- 
mine whether sensitization to fungi found in specimens 
of house dust is at all common in Danish asthmatic 
subjects, and whether the reactions given by house dust 
depend on the fungus content. It covered 22 patients, and 
samples of house dust from the home of each were 
extracted for testing, and also cultured for fungi, extracts 
of which were subsequently prepared. The isolation of 
fungi was contrived by suspending two loopfuls of dust 
in 10 ml. of sterile saline, from which it was spread on 
Sabouraud’s medium. In some cases the abundant 
growth made it necessary to use 50 ml. of diluting fluid. 
Subcultures were made and the spores and mycelia dried 
in the desiccator, pounded in a mortar, and suspended in 
diluted Coca’s solution in the proportion of 1 to 10. 
The extracts were filtered after 3 days through Jena glass 
filters and diluted with normal saline in the proportion of 
1 in 100, 1 in 1,000, and 1 in 10,000.. Intracutaneous 
tests were carried out with these. . 

Several species of fungi were cultivated from each 
sample of house dust, the commonest being Penicillium, 
Aspergillus, Mucor, Alternaria, Fusarium, and Rhizopus. 
More than ten fungi were found in the average sample of 
dust. Six of the 22 patients were found to react to one 
or more fungi in the following order of frequency: 
Penicillium, 5; Mucor, 2; Alternaria, Aspergillus, and 
Fusarium, 1 each. The commonest fungi isolated there- 
fore caused the most frequent reactions. None of the 
patients gave a positive conjunctival reaction to 1 in 100 
dilutions of fungus extract. 

Of the 22 patients, 13 reacted to their own house dust, 
and 5 of these also reacted to fungi from their own dust. 
One of the 9 who did not react to their own dust reacted 
to fungus extract. There is, therefore, no strict correla- 
tion between house-dust sensitivity and fungus sensitivity. 
There was also no evidence that any common antigen is 
possessed by different fungi of the same species. It thus 
seems important to test selected patients with extracts of 
fungi of the same type as those isolated from their own 
house dust. 

[It is quite clear from thé work of American, Dutch, 


GENERAL 
and Scandinavian authors that fungi must be seriously 
considered as possible precipitating agents of asthmatic 
attacks. Little work has been done on this subject jn 
Britain.] R. S. Bruce Pearson 


141. Sensitivity to Burnt Coal-gas 

P. B. MumrorD and G. AUCKLAND. British Journal of 
Dermatology and Syphilis (Brit. J. Derm. Syph.] 59, 169- 
172, April-May, 1947. 3 refs. 


The authors describe the case of a healthy woman of | 


59 who for 2 years had been subject to increasingly severe 
attacks of acute erythematous dermatitis of the face, 
eyelids, and neck, which always recovered spontaneously 
in about 5 days. The attacks were observed to follow 
visits to-her place of employment where the smell of 
burnt gas was often remarked. The products of incom- 
plete combustion of gas may include carbon monoxide, 
aldehydes, acetylene, and hydrogen, with small quantities 
of sulphur and nitrogen oxides. 

The following were the tests performed and the results 
obtained: 


i. 7 for half an hour in front of a Negative. 

coal fire. 

2. Exposure for half an hour in a room pre- Negative. 

viously filled with coal-gas (unburnt). 
Gas jets set low during exposure. 

3. Exposure for half an hour in a room pre- Positive — 
viously filled with coal-gas (burnt). Gas a_ typical 
jets (oven) set low and lit during attack. 
exposure. 

. Exposure to gas fire (lit) with poor draught Positive. 

or 45 minutes. 

. Exposure to gas fire (lit) with efficient Negative. 
draught for 45 minutes. 

. Patch-test with acidified solution of pot- Negative. 
assium metabisulphite. 

. Exposure for half an hour in a room Negative. 
where sulphur was burning, producing 
a high concentration of sulphur dioxide. : 

8. Patch-test with formaldehyde 0:5% in Positive — 

water. erythema, 
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The positive reaction to 0-5% formalin suggests that 
minute traces of aldehydes produced by burnt coal-gas 
may have been the responsible irritant. 

G. B. Dowling 


METABOLIC DISORDERS 


142. A Contribution to the Pathogenesis of Protein 
Deficiency Oedema. (Beitrag zur Pathogenese des 
Eiweissmangelédems) 

H. HERKEN and H. Remmer. Klinische Wochenschrift 
[Klin. Wschr.] 24-25, 469-477, May 1, 1947. 13 figs., 
20 refs. 


In normal subjects and in cases of hunger oedema the 
serum proteins were estimated by the Kjeldahl technique 
(albumin by Howe’s method). The serum was also 


diluted 1 in 500, and ammonium sulphate was added to’ 


give various degrees of saturation at a pH of 6-0; the 
opacity of the resulting suspension at different ammonium 
sulphate concentrations was measured photoelectrically. 
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If percentage ammonium sulphate saturation is plotted 
t opacity, the curves for sera from normal persons 
show a double peak. The curves for sera from cases 
of hunger oedema are quite different, with multiple 
This was so whether the total protein con- 
centration was normal or low. As the patients recovered 
the curves of “ specific density ’’ approximated towards 
normal even without a rise in total protein concentration. 
It was also observed that if sera were kept 24 hours at 
37° C. those from normal subjects showed no change in 
the serum density curves, whereas in the curves for sera 
from cases of hunger oedema there was considerable 
change. H. K. Goadby 


143. Dietetic Deficiency Syndromes in Indian Soldiers 
J. H. Waters. Lancet [Lancet] 1; 861-865, June 21, 
1947. 2 figs., 2 refs. 


Observations are described on a sprue-like syndrome 
occurring in an Indian infantry battalion on active 
service. About three-quarters of the unit were vegetarian 
Jats and one-quarter meat-eating Mohammedans. The 
outbreak started after a period of active fighting and 
subsequent exposure to conditions where dysentery and 
diarrhoea occurred. Of the 815 soldiers comprising the 
battalion, 349 were excused all duties and put on a special 
supplemented diet, while 126 (severer cases) were admitted 
to hospital. The 42 worst cases (in 3 Mohammedans and 
39 Jats) are described in this paper. Symptoms seem to 
have been precipitated by diarrhoea or dysentery in 29 
cases and by malaria in 10. The initial symptoms were 
_ loss of appetite, distension after food, and diarrhoea 
’ with large frothy stools. The tongue then became sore, 
and wasting and extreme weakness developed. The 
tongue was either small and atrophic (nicotinic-acid 
deficiency) or swollen, inflamed, and indented (ribo- 
flavin deficiency). The latter often occurred during 
improvement in the general condition by nicotinic acid 
therapy, and was cured by riboflavin. Of 29 cases in 
which gastric analysis was performed, 13 had hypo- 
chlorhydria or achlorhydria. Marasmus was seen in 
33 of the 42 cases, a high-fat content of the stools in 28 
of 41 cases, and anaemia in all but one (37 macrocytic, 
1 microcytic, and 3 normocytic). About half of the 
cases showed parakeratosis and about half follicular 
hyperkeratosis. There were symptoms and signs of 
mild peripheral neuritis in 27 cases. In 2 cases there 
were transient psychotic manifestations. 

Treatment consisted chiefly in providing a liberal 
diet containing nearly 6,000 calories and 156 g. protein. 
In addition, liver was given to all patients and baker’s 
yeast to many; some were also given nicotinic acid, 
riboflavin, or parenteral liver extract. Ten patients 
with severe anaemia received blood transfusion and 5 
with oedema received plasma transfusions. There were 
2 deaths in this series; 3 patients were invalided from the 
army and the remainder recovered. 


The higher proportional incidence in the vegetarian _ 


Jats is no doubt associated with the poorer nutritive 
quality of their diet. The marginal intake of riboflavin 
and nicotinic acid was insufficient when there was 
superimposed a defective absorption due to alimentary 
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infection. An interesting confirmation of the defective 
absorption was seen in 6 severe cases, where large doses 
of nicotinic acid did not produce the expected vaso- 
dilatation until the condition was improved by parenteral 
nicotinic acid. 

[The summary of this paper is misleading in that it 
says that the syndrome “ responds specifically to nico- 
tinic acid therapy’. It seems from the paper itself that 
all cases were treated simultaneously by a vastly improved 
diet, by liver, and, in many cases, by yeast. Moreover, 
the clear distinction which the author makes between the 
changes in the tongue in deficiency of nicotinic acid and 
in deficiency of riboflavin does not agree with the latest 
work.] J. Yudkin 


144. Role of Pyruvism in Human Pathology. (Le role 
du pyruvisme dans la pathologie humaine) 

N. DoBROVOLSKAIA-ZAVADSKAIA and M. V. MoMSIKOFF. 
Annales de Médicine {Ann. Méd.| 48, 79-87, 1947. 17 
refs. 


Young mice given sodium pyruvate develop signs 
resembling those of avian beri-beri. Pyruvic acid, a 
normal intermediate product in the metabolism of carbo- 
hydrates, is neurotropic. Histological changes seen in 
the brain as well as in other organs of mice support the 
clinical impression of such an action. (See the authors’ 
previous papers, C.R. Acad. Sci., 1946, 222, 248, 519, and 
611.) In patients suffering from neuritis or polyneuritis 
the amount of pyruvic acid excreted in the urine and 
titrated as bisulphite-binding substance (method of Clift 
and Cook, Biochem. J., 1932, 26,1788) was invariably on 
the high side—above 300 mg. in 24 hours—and the 
amount of aneurin varied between the widest possible 
limits (0 to 300 yzg.). All males, regardless of the clinical 
diagnosis, were impotent when the amount of pyruvic- 
acid excreted in their urine was high. Generally, a state 
of pyruvism was observed in individuals with such widely 


different diagnoses as carcinoma of the breast with © 


metastases, decompensated heart failure, Parkinsonism, 
exhaustion, arthritis, and pregnancy, and if some 
apparently normal subjects. The aneurin-excretion 
values were in no recognizable way related to the pyruvic- 
acid excretion. On the other hand, low pyruvic-acid 
values were found in people in good health or suffering 
from retinal haemorrhages, in pregnant women, and. in 
old people. Here again the aneurin values seem entirely 
unrelated to the pyruvic-acid metabolism. 

. L. H. Worth 


145. Plasma Protein Regulation. II. Starvation and 
Hunger Oedema (Experiments on Animals). (Plasmaei- 
weisskérperregulation. II. Méitteilung. Hunger und 
Hungerédem. Tierexperimentelle Untersuchungen) 
M. Guttiow. Klinische Wochenschrift [Klin. Wschr.} 
24-25, 518-524, June 1, 1947. 1 fig., 52 refs. 


The effects of complete starvation and severe under- 
feeding, and the administration of salt and water in these 
conditions in dogs were studied. Very full biochemical 
investigations were made, for details of which the original 
paper should be consulted. 
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One series of dogs (a) was given no food or drink; a 
second series (6) was given adequate quantities of salts, 
water, and vitamins, with about 35 calories per kilo, 
mainly from turnip and cabbage. In series (a) there was 
a gradual fall in blood and plasma volume, but the plasma- 
protein concentration and red cell count were unchanged ; 
the plasma globulin concentration even rose initially; 
the colloidal osmotic pressure was maintained constant. 
These various concentrations suddenly dropped as a 
terminal event, just before the animals died on about the 
fourteenth day. There was no oedema at any time. In 
series (b) there was quite a different picture. While the 
blood and plasma volumes were maintained the plasma- 
protein concentrations fell rapidly, as did the red cell 
count and osmotic pressure; oedema developed on the 
fifth day, complete anorexia followed soon after, and the 
dogs died on about the ninth day, their condition having 
deteriorated far more rapidly than in series (a). It was 
also noted that this series of dogs developed thirst and 
polyuria. Another series of dogs at first received the 
same regime as (a), but were later given salts and water. 
Rapid deterioration set in, followed in a short while by 
oedema, when the water and salt were given. 

The results in these experiments were similar to those 
observed in prisoners of war under conditions of starva- 
tion or severe under-nutrition, in whom “ recovery 
oedema was well known. K. Goadby 


146. Tropical Deterioration and Nutrition. Clinical and 
Biochemical Observations on Troops 

R. M. Kark, H. F. Arron, E. D. Pease, W. B. BEAN, 
C. R. HENDERSON, R. E. JOHNSON, and L. M. RICHARD- 
SON. Medicine [Medicine, Baltimore] 26, 1-40, Feb., 
1947. 3 figs., 45 refs. 


147. The Peripheral Vascular System and its Reactions 
in Scurvy: An Experimental Study 

R. E. Leeand N. Z. Lee. American Journal of Physiology 
[Amer. J. Physiol.] 149, 465-475, May 1, 1947. 5 figs., 
31 refs. 


Lack of agreement concerning the early vascular 
condition which gives rise to petechial formation in 
the neighbourhood of capillaries and small vessels in 
cases of vitamin-C deficiency led to the microscopical 
examination of the mesenteric capillary bed in guinea- 
pigs not under general anaesthesia. Paravertebral 
block of lower thoracic and upper lumbar nerves was 
effected with procaine. In 6 animals these nerves were 
sectioned 2 weeks before operation. A special device 
for fixation of a loop of gut, arranging microscopical 
field, temperature regulation, and irrigation is described. 
Scorbutic animals fed on a deficient diet and controls 
were examined. The primary pathological condition in 
the peripheral vascular system of scorbutic animals was 
found to be a hyporeactivity of the contractile vessels 
with dilatation and sluggish blood flow. This state was 
well marked in small terminal venules. The condition 
was evident only in vessels beyond the contractile 
arterioles of 100 to 150 py. Petechial haemorrhages 
resulted from trauma in 11 of 23 scorbutic animals, and 
occurred in 2 out of 20 controls. At least 85% of the 


GENERAL 


petechiae were located in small collecting venules. The 
capillaries showed no variations of diameter from those 
of controls, and no abnormalities of the capillary wajj 
were observed. D. T. Barry 


DIABETES MELLITUS 
148. Experimental Diabetes and Diet 


B. A. Houssay and C. MARTINEZ. Science [Science] 105, . 


548-549, May 23, 1947. 


The mortality rate from alloxan diabetes in female rats 
and the time taken for diabetes to develop after subtotal 
pancreatectomy in male rats were studied in groups of 
animals given different diets for 1 month. All rats 
receiving a high-fat diet (rich in lard) died within 1 week 
of the injection of alloxan in a dose of 160 mg. per kilo 
body weight. Addition of protein, choline, or sulph- 
anilamide to the high-lard diet- did not modify this 
effect of alloxan, whereas the mortality rate was con- 
siderably lowered by the addition to the diet of methio- 
nine, thiouracil or coconut oil, a diet made up entirely 
of coconut oil conferring complete protection. Rats 
subjected to subtotal pancreatectomy and receiving a 
high-lard diet developed diabetes within 2 months of 
operation, but the initiation of the diabetic state was 
considerably delayed in animals on a high-protein diet 
and especially in those treated with thiouracil. Diabetes 
developed most rapidly when subtotal pancreatectomy 
was followed by overfeeding, less rapidly when the rats 
were allowed to eat as much as they pleased, and even 
less rapidly with underfeeding of the same high-carbo- 
hydrate food. The distribution of diet throughout the’ 
day had some effect on the time of development of 
diabetes, which appeared first in those rats allowed to 
eat their whole day’s ration at one meal and later in those 
receiving the same amount divided into three meals at 
7-hour intervals. H. Whittaker 


149. Polyneuritis in Diabetes Mellitus. [In English] 


O. J. BRocH and O. KLovstap. Acta Medica Scandi- . 


navica [Acta med. scand.] 127, 514-542, May 17, 1947. 
1 fig., 48 refs. 


Evidence of polyneuritis was found in 88 out of 426 
diabetic patients treated over a period of 8 years. In 9 
patients pain, paraesthesiae, and tenderness of the leg 
muscles were noted without alteration of the tendon 
reflexes, and in another 9 the knee-jerks and ankle-jerks 
were absent with no disturbance of sensation. Neuritic 
pains and altered sensation together with loss of these 
reflexes were noted in 45 cases, and a group of 19 showed 
severe neuritis with pain, paresis, and muscle atrophy. 
The frequency of polyneuritis could not be related to the 
insulin requirement, and poor control of the disease did 
not appear to be a causative factor. 

No proof was found for the assumption that vitamin-B 
deficiency is the main cause of diabetic polyneuritis which, 
the author concludes, is caused in some way bv circu- 
latory disturbances, since 75% of the patients were over, 
50 years old, 46-5% had hypertension, and of these 10% 
gave evidence of vascular degeneration. H. Whittaker 
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150. Blood Fats and Insulin Sensitivity in Diabetes 
Mellitus. [In English] 

H. K. Goapsy. Acta Medica Scandinavica [Acta med. 
scand.| 127, 501-508, May 17, 1947. 6 figs., 20 refs. 


Twelve diabetic patients each taking insulin and con- 
stant daily amounts of carbohydrate and protein were 
divided into groups of 7,3, and 2 patients. In the first 


group the daily fat was also constant for each patient ° 


who, after a “control” breakfast at 6 a.m. and two 
preliminary blood-sugar tests, was given at 9.45 a.m. 
§ to 12 units of insulin by vein and 30 to 50 g. of glucose 
by mouth. The blood sugar was estimated at 15-minute 
intervals for 90 minutes in 0-1 ml. of finger blood by 
Hagedorn and Jensen’s method. A week later the experi- 
ments were repeated with the addition of 100 g. of fat 
at breakfast. 

In the second group the diet included a daily ration 
of 140 g. of fat for some days before the test; 50 g. of 
fat was given instead of the 100 g. of the “ test” break- 
fast and glucose was omitted from the depression test. 
The third group was treated in the same way as the 
second, but there was a shorter interval of 14 to 24 hours 
between breakfast and administration.of intravenous 
insulin. Blood-fat estimations of the weight of material 
extracted from 2 ml. of oxalated plasma by alcohol- 
ether and petroleum-ether mixtures were made at the 
end of the tests of the first two groups and half-way 
through those of the third. 

In no single case did the plasma show milkiness to the 
naked eye, but in 6 cases there were rises in the total 


*plood fat of the order of 300 to 900 mg. per 100 ml. 


With even the highest rise in blood fat, however, no 
inhibition of insulin action could be demonstrated. 
H. Whittaker 


151. Globin Insulin 

I. M. A. F. Fow er, E. H. BENSLEY, 
A. L. GorRDON, and M. MOUNTFORD. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 56, 595-604, 
June, 1947. 4 figs., 9 refs. 


The main purpose of this study is to compare the 
stabilizing effect of globin insulin with that of unmodified 
insulin and protamine zinc insulin. The work was done 
on two groups of subjects; (1) patients with uncom- 
plicated, moderately severe diabetes; and (2) patients 
whose diabetes was difficult to control for reasons 
inherent in the diabetic mechanism or because of com- 
plications such as heart failure, cellulitis, or gangrene. 
The efficacy of treatment was judged by frequent estima- 
tions of fasting and, post-prandial blood sugar. In the 
first group it was found that a blood-sugar curve of the 
mean average values for all patients observed under 
globin insulin treatment presented a more nearly 
normal picture than a similar curve obtained from the 
same patients given unmodified insulin, protamine zinc 
insulin, or no insulin. The advantage of using globin 
insulin in such cases was, however, so slight that on this 
basis the introduction of a new type of insulin would not, 
in the authors’ opinion, be warranted. 

The second group of 65 complicated cases, all under 


MELLITUS 47 


observation for an adequate period before this study, 
showed globin insulin to have outstanding advantages 
over any other method of insulin medication. In some 
cases a single injection of globin insulin could replace 
three injections of unmodified insulin, and in a few 
isolated cases where all previous attempts had failed 
completely globin insulin secured a fair, or even good, 
control of the diabetes. Particularly striking results 
were obtained from administration of globin insulin in 
the morning and protamine zinc insulin in the evening. 
From the very detailed figures and curves published, it 
appears in general that when globin insulin is given alone 
there is a less satisfactory level of fasting blood sugar but 
post-prandial hyperglycaemia is better controlled. The 
authors conclude that the advantages to be gained from 
globin insulin are sufficient to warrant its introduction 
into general therapy. G. Schoenewald 


152. The Effect of Insulin on the Tolerance of Normal 
Male Rats to the Overfeeding of a High Carbohydrate 
Diet 

D. J. INGLE and J. E. Nezamis. Endocrinology [Endo- 
crinology] 40, 353-357, May, 1947. 3 figs., 5 refs. 


The effect of insulin administration to rats who were 
forcibly fed with carbohydrate until death was investi- 
gated. The insulin was found to diminish the degree, 
but not to delay the onset, of glycosuria. In addition 
larger amounts of carbohydrate could be tolerated 
before death. The progressive gain in weight was 
unaffected by insulin. E. F. Scowen 


153. Trial of a New Slowly Acting Insulin Preparation: 
Insulin-“‘ Sabtosan ’’. (Essai d’une nouvelle insuline- 
retard: l’insuline-subtosan) 

M. Levrat, J. PELLERAT, A. GARDE, J. FAVRE-GILLY, and 
J. Cotte. Journal de Médecine de Lyon [J. Méd. Lyon] 
No. 659, 449-460, June 20, 1947. 7 figs., 6 refs. 


Polyvinylpyrrolidine (“ subtosan’’) is a compound 
given intravenously in saline solutions in Germany and 
France to combat shock. Ina 20% viscous solution it is 
used to retard the absorption of drugs, and is claimed to 
have this effect on insulin. An injection of 5 ml. is 
given, but it is not stated how the subtosan is mixed 
withinsulin. Itis held that when subtosan is administered 
intravenously and insulin subcutaneously the retarding 
effect is equally noticeable. This effect has been demon- 
strated in rabbits and normal men and has been studied 
in 10 patients with varying degrees of diabetes. The 
mixture is claimed to have a more prolonged action than 
protamine zinc insulin and to be as strong as soluble 
insulin. 

[The abstracter thinks the published detail insufficient 
to demonstrate this and also that the reactions of these 
diabetics to the various insulins are most unusual.] 

R. D. Lawrence 


154. The Diagnosis of the Less Common Meliturias 
Including Pentosuria and Fructosuria 

A. MARBLE. Medical Clinics of North America (Med. 
Clin. N. Amer.] 31, 313-325, March, 1947. 12 refs. 
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155. Endocardiac Electrocardiogram Obtained by Heart 
Catheterization in the Man 

A. Batrro and H. BrpocGcia. American Heart Journal 
om. Heart J.] 33, 604-632, May, 1947. 20 figs., 
39 refs. - 


Acknowledgment is made of the work of earlier 
exponents of cardiac catheterization in determining the 
heart’s minute volume, in the study of different drugs, 
in septal defects and other pathological conditions, and 
as a complement of radiological examination, but the 
authors have found no reference in the literature to the 
application of the method to electrocardiographic 
studies.* 

The authors used a No. 8 ureteric catheter with a silver 
stylet inside, and an electrode of the same metal, 3 mm. 
long and 1:5 mm. wide, introduced through the basilic 
vein. To obtain the electrocardiograms they used a 
central terminal and connected the electrode of the left 
leg to the catheter. Records were made in lead II, the 
endocardiac electrode acting as an active exploring 
electrode, and connexions were so arranged that when the 
latter became relatively positive a positive deviation 
resulted in the tracing. The position of the electrode was 
ascertained by radioscopy or radiography. Twenty- 
three individuals were examined, of whom 12 were normal 
subjects. Standardization was 1 cm. per millivolt in 
auricular and 2 mm. per millivolt in ventricular records. 

The record obtained with the electrode “in the right 
atrial cavity was in general uniform, the first negative 
slow deflection S being taken to represent activation of 
‘the sino-auricular node, the rapid “e, i, 0” group 
(lettered to conform with the oesophageal electrocardio- 
gram) which follows to represent activation of the 
atrial walls, while the o-u segment and terminal positive 
u wave represent the repolarization of the auricles. As 
the catheter was progressively withdrawn from the 
auricular cavity the shape of the auricular complex was 
correspondingly modified until, with the catheter in the 
superior vena cava, a P wave of ordinary outline was 
obtained, although of great amplitude, sharply pointed, 
and usually negative. 

The ventricular endocardiac electrocardiogram can be 
recorded from inside either the ventricular or the auricular 
cavity (Types I and II respectively). ' 

Type I—The electrocardiogram showed a rapid 
deflection followed by a slow one. The first consists of 
three phases—an upward R, a downward §S, and a third 
upward inconstant R’. R varied in amplitude from 1 to 
10 mm., S from 15 to 20 mm., while R’ might be 20 mm. 
above the isoelectric line.. The slow wave T began 
generally above the isoelectric level and described a 
curve with an upward and onward convexity. When T 


* The writers add that since their paper was completed an article 
dealing with the same subject has been published by Hecht (Amer. 
Heart J., 1946, 32, 30), whose conclusions do not coincide with theirs 
in all respects. 
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began on the isoelectric line it ended as a large, sharp 
and deeply negative wave. 

Type II.—With the electrode inside the right auricle 
the complexes as above were fundamentally unc 
the only difference being diminished amplitude of R 
sometimes to the point of disappearance. This supports 
the theory that R represents activation of the inter. 
ventricular septum, while the negative waves represent 
the negative potentials of the ventricular cavity through 
the tricuspid orifice. 

Three patients with left, and 1 with right, bundle. 
branch block were examined. The findings supported 
the accuracy of the new nomenclature. The paper is 
illustrated by many electrocardiograms, electroendo- 
cardiograms, and diagrams. Donald Hall 


156. Healed Subacute Bacterial Endocarditis: Report of 
Two Cases with Death due to Congestive Heart Failure 
A. H. HONIGMAN and J. R. Karns. Annals of Internal 
Medicine [Ann. intern. Med.) 26, 704-712, May, 1947, 
3 figs., 17 refs. 


An increasing number of cases in which death from 
congestive failure has occurred shortly after the cure of 
subacute bacterial endocarditis by penicillin therapy are. 
being reported. The authors add to the literature 
another 2 such cases from the University of Maryland 
School of Medicine. 

The first patient, with clinical evidence of mitral 
stenosis and aortic incompetence, and from whose blood 
Streptococcus viridans was grown, was given 15,120,000 
units of penicillin over a 2-month period. During treat- 
ment the mitral and aortic murmurs became louder and 
the heart a little larger, with moderate congestion of the 
lungs. A month after discharge from hospital she 
developed moderately severe congestive failure, which 
increased in severity, and she died just over 3 months after 
her original discharge from hospital. At necropsy con- 
gestive changes were present, and the aortic valve cusps 
were thickened and rolled and the commissures adherent. 
Just below the aortic ring a 2-cm. circular patch of 
fibrous tissue was seen in the endocardium. 

A second patient with subacute endocarditis due to 
Str. viridans received 5,000,000 units of penicillin over a 
period of 21 days. On the fifteenth day of treatment an 
aortic diastolic murmur appeared. Over the next few 
months congestive failure appeared and he had to be 
admitted to hospital several times. He died of con- 
gestive heart failure about 7 months after completion of 
penicillin therapy. No necropsy was performed. 

Congestive heart failure in such cases is due to valve 
deformity produced by the healing of the infection and 
not to damage to the heart muscle. These cases re- 
emphasize the importance of early diagnosis and 
immediate institution of therapy before the valves have 
become extensively affected. S. Oram 
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157, Cardiac Lesions in Subacute Bacterial Endocarditis 
Treated with Penicillin. Report of Nine Cases 

HILDEBRAND and W. S. Priest. American Journal 
of Clinical Pathology |Amer. J. clin. Path.] 17, 345-364, 
May, 1947. 17 figs., 17 refs. 


This is a histological study of the heart in cases of 
subacute bacterial endocarditis treated with penicillin. 
The majority of the endocardial lesions were small and 
firm, and showed marked evidence of healing. Calcifica- 
tion was ON Occasions SO severe as to Cause congestive 
heart failure. The completely healed valve was found to 
be thickened and scarred, the appearance being indis- 
tinguishable from that of healed rheumatic endocarditis. 


‘Incontrast to the histological picture in untreated cases, 


polymorphonuclear leucocytes occurred in the vegetations 
and often constituted the predominant cell. Unorganized 
fibrin tended to persist at the site of the lesions, even after 
clinical recovery. Organisms were present in almost 
every case near the surface, between each layer of fibrin, 
or in the depth of the lesion among the organizing tissues, 
and also in capillaries. Endothelial regeneration was 
demonstrated in 1 of the 9 cases examined. Extensive 
myocardial lesions were found in all cases, either as acute 
myocarditis or as small abscesses. Aschoff bodies were 
notencountered. In the authors’ opinion the histological 
features show that infection or reinfection of the cardiac 
valves may occur through the subendocardial capillaries 
originating from a previous inflammatory process [but 
the evidence for this thesis is by no means convincing]. 
R. Salm 


158. Use of Streptomycin in the Treatment of Bacterial 
Endocarditis 

T. H: HUNTER. American Journal of Medicine [Amer. 
J. Med.] 2, 436-442, May, 1947. 3 refs. 


Sulphonamides diffuse with difficulty into the vegeta- 


tions of bacterial endocarditis and are thus inefficient in 


the treatment of most cases of streptococcal endocarditis. 
Penicillin is the agent of choice in most cases of bacterial 
endocarditis, as has been shown by Christie and many 
others. Streptomycin may well be of value in those 
occasional cases of bacterial endocarditis due to a Gram- 
negative bacillus, because these organisms are penicillin- 
insensitive. A further indication for the use of strepto- 
mycin would be bacterial endocarditis due to an organism 
with inherent or acquired resistance to penicillin. 

The present article is a review of 6 cases of bacterial 
endocarditis and a survey of 12 others collected from 


recent reports. Approximately half were due to Gram- | 


negative bacilli and half to penicillin-resistant cocci. 
Sulphonamides and penicillin were, however, employed 
in most cases, and streptomycin was introduced when the 
outlook seemed hopeless. The dose of streptomycin 
was 2 to 6 g. daily in 4-hourly intramuscular injections 
continued for 2 to 4 weeks. Toxic effects were slight if 
the total daily dosage was 3 g., but several patients 
exhibited dizziness, unsteadiness of gait, or other evidence 
of vestibular damage. Of the 18 patients, 10 died and 
8 recovered. Of the 8 recoveries, it seems reasonable 
to say that streptomycin played at least some useful 
part in 4. G. F. Walker 


M—E 


159. Studies on Flutter and Fibrillation. Il. The 
Influence of Artificial Obstacles on Experimental Auricular 
Flutter 
A. ROSENBLUETH and J. G. RAMos. American Heart 
Journal [Amer. Heart J.| 33, 677-684, May, 1947. 3 figs., 
4 refs. 


The reader is referred to the original text, which 
describes a series of experiments in dogs designed to 
show the effects of temporary or permanent injury of the 
auricular wall upon the ease of production of flutter, and 
its rate. James W. Brown 


160. Disseminated Ossified Nodules in the Lungs 
Associated with Mitral Stenosis 
A.ELKELES. Proceedings of the Royal Society of Medicine 
[Proc. R. Soc. Med.| 40, 405-408, May, 1947. 2 figs., 
8 refs. 


In order to draw attention to a special type of pul- 
monary nodular calcification occasionally met with in 
mitral stenosis the author has given short histories of 
2 cases which showed densely opaque nodules in the 
lungs. In 1 case the microscopical examination of the 
pulmonary nodules proved them to consist of bone of 
the woven type and intra-alveolar in position. Neither 
of the 2 patients showed any clinical evidence of tuber- 
culosis, but both had clinical and radiographic evidence 
supporting the diagnosis of mitral stenosis. In appear- 
ance and distribution the opacities differed from those 
associated with pulmonary tuberculosis, and there were 
no accompanying typical tuberculous foci. A short 
account is included of the reports of cases showing 
pulmonary calcifications and ossifications. Bone forma- 
tion in the lungs has been previously described in mitral 
stenosis and other cardiac lesions as well as in old 
tuberculous foci. 

(For the most part calcifications in the lungs are old 
tuberculous foci; their appearance and distribution help 
to distinguish them from these unusual ossified nodules. 
The commonest foci for the development of ectopic bone 
in the lungs and pleura are haematomata. In some cases 
following haemothorax large irregular plaques or 
multiple nodular deposits of such bone can be demon- 
strated by radiography. Their appearances are dis- 
tinctive and unlikely to be misinterpreted by the 
experienced observer. The suggestion that the ossified 
nodules in the 2 cases were probably the end-products 
of rheumatic pneumonia is based on too little evidence.] 

James F. Brailsford 


161. A Study of Mitral Stenosis: in Patients who 
Survived the Age of Fifty 

L. A. BAKER and D. MusGrave. Annals of Internal 
Medicine [Ann. intern. Med.] 26, 901-913, June, 1947. 
47 refs. 


About 1 person in 5 with pure mitral stenosis survives 
beyond the age of 50. The authors examined 105 
patients over 50 with isolated mitral stenosis, and a 
certain uniformity of the clinical picture was evident. 
All had the “ characteristic ’’ mid-diastolic murmur of 
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mitral stenosis. All tended to lapse into auricular 
fibrillation. All exhibited chronic congestive, emphyse- 
matous, or fibroid pulmonary lesions. About half 
developed congestive heart failure. Hemiplegia and 
other embolic phenomena were common. The out- 
standing clinical observation in this article [which con- 
tains much that is elementary and commonplace] is 
that many of these patients had engaged in arduous 
occupations over a period of many years; moreover, the 
onset of symptoms was relatively late. G. F. Walker 


162. Studies of Congenital Heart Disease. I. Technique 
of Venous Catheterization as a Diagnostic Procedure 

L. Dexter, F. W. Haynes, C. S.’ BURWELL, E. C. 
EppPINGerR, R. E. SerBeL, and J. M. Evans. Journal of 
Clinical Investigation [J. clin. Invest.] 26, 547-553, May. 
1947. 1 fig., 23 refs. / 


This paper, the first of a series of three, deals with the 
application of intracardiac catheterization to the study 
and diagnosis of congenital heart disease. The method 
described by the investigators is that introduced by Cour- 
nand and his associates for the study of haemodynamics. 
Several samples of blood from the right cardiac chambers 
and pulmonary artery and vena cava are collected and 
examined for oxygen content; in addition, blood from 
the femoral artery and oxygen consumption are studied. 
The data obtained can be utilized for the calculation of 
blood flow in patients with congenital heart disease 
(Fick’s formula). The volume of flow through single 
one-directional shunts may most easily be estimated by 
calculating the difference between the pulmonary and 
peripheral flows. The estimation becomes more difficult 
when double shunts, shunts in both directions, and col- 
lateral circulation are present. The authors give details 
of estimation of the blood pressure in the pulmonary 
artery, right ventricle, and right auricle. A continuous 
pressure curve can be recorded during the withdrawal of 
the catheter from the pulmonary artery through the right 
cardiac chambers. The method of intracardiac catheter- 
ization, as already shown by others, carries no danger. 
In a few patients ventricular extrasystoles and auricular 
fibrillation have been noted, but these, as well as a venous 
spasm occasionally seen, are transient. Of 42 patients, 
only 1 presented symptoms troublesome enough to require 
interruption of the procedure. A. I. Suchett-Kaye 


163. Studies of Congenital Heart Disease. II. The 
Pressure and Oxygen Content of Blood in the Right 
Auricle, Right Ventricle, and Pulmonary Artery in 
Control Patients, with Observations on the Oxygen 
Saturation and Source of Pulmonary “ Capillary ” Blood 
L. Dexter, F. W. Haynes, C. S. BURWELL, E. C. 
EppinGer, R. P. SAGERSON, and J. M. Evans. Journal of 
Clinical Investigation [J. clin. Invest.] 26, 554-560, May, 
1947. 1 fig., 18 refs. 


This communication deals solely with results of intra- 
cardiac catheterization performed in control patients 
known to have no congenital cardiac defect. The blood 
pressures in each chamber have been recorded, and there 
seems to be little difference between pulmonary artery and 


right ventricle pressures: this normal finding contrasts 
with that in pulmonary stenosis, where the systolic 
ventricular pressure is clearly higher than that in the 
pulmonary artery. In some congenital heart conditj 
left to right shunt introduces arterial blood into the right 
chambers, thereby increasing the oxygen content of blood 
in the latter. What, then, are the normal variations jp 
oxygen content in the right heart? The results in the 
control patients show that the greatest increase in Oxygen 
from the superior vena cava to the right auricle is 19%. 
from the right auricle to the right ventricle, 0-9 vol, % 
and from the right ventricle to the pulmonary 

0-5 vol. %. Within each chamber variation of oxygen 
content occurs; it is minimal in the pulmonary . 
It is suggested by the authors that blood from the 
pulmonary artery be employed for the determination of 
oxygen content in mixed venous blood for use in Fick’s 
formula. Lastly, by comparing the oxygen values of a 
sample of blood obtained through the catheter obstruct. 
ing a small branch of the pulmonary artery with that from 
the femoral artery, the investigators have shown that the 
former blood originates in the pulmonary capillary and 
venous bed rather than in pre-capillary anastomoses 
with systemic arteries. A, I. Suchett-Kaye 


164. Studies of Congenital Heart Disease. III. Venous 
Catheterization as a Diagnostic Aid in Patent Ductus 
Arteriosus, Tetralogy of Fallot, Ventricular Septal Defect, 
and Auricular Septal Defect 
L. Dexter, F. W. Haynes, C. S. BuRWELL, E. C. 
Eppincer, M. C. SosMAN, and J. M. EvAns. Journal of 
Clinical Investigation [J. clin. Invest.] 26, 561-567, May, 
1947. 10 figs., 12 refs. 


The authors describe intracardiac catheterization as a 
diagnostic aid in 7 patients with four varieties of con- 
genital heart disease: (1) Patent ductus arteriosus: the 
oxygen content of the blood in the pulmonary artery was, 
in 1 patient, 2-2 vols. % higher than that from the right 
ventricle. This is taken as direct evidence of entry of 
arterial blood into the pulmonary artery; a less constant 
finding is an elevation of blood pressure in the pulmonary 
artery and the right ventricle. (2) Tetralogy of Fallot: 
pulmonary stenosis was recognized by finding a higher 
systolic pressure in the right ventricle than in the pul- 
monary artery, and a narrow pulse pressure in the latter. 
In another case the intracardiac catheter passed from the 
right ventricle to the aorta, thus demonstrating a ventri- 
cular septal defect. (3) Interventricular septal defect 
(Roger’s disease): in 1 case the blood in the right 


ventricle was found to be more highly oxygenated than. 


that in the right auricle. (4) Interauricular septal defect: 
cases may be diagnosed by introducing the catheter into 
the left auricle through the septal defect, or by finding 
a significant increase in the oxygen content of blood in 
the right auricle (left to right shunt). In 1 such case a 
large increase of oxygenation of blood in the right 
auricle was found as compared with that of the superior 
vena cava (more than 1-9 vols. %); the value was 
practically identical with that found in the femoral artery. 
Similar findings to those in group 4 can be seen in tricus- 
pid insufficiency associated with interventricular septal 
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defect, and in the rare cases where a pulmonary vein 
empties into the right auricle. A. I. Suchett-Kaye 


165. Venous Catheterization of the Heart. I. Indica- 
tions, Technics, and Errors 

M. C. SosMAN. Radiology [Radiology] 48, 441-450, 
May, 1947. 4 figs., 17 refs. 


Catheterization of the right heart is most useful in the 
study of haemodynamics and in helping to establish an 
accurate diagnosis in congenital heart disease. In 
addition, the method has been used in the study of 
cerebral, renal, and hepatic physiology, in order to 
collect samples of blood directly from the jugular, renal, 
and hepatic veins. 

From the median basilic vein in either antecubital 
fossa the catheter, made of woven silk, is passed upward 
into the axillary vein, the superior vena cava, and the 
right auricle. From there it may be guided into the right 
yentricle or, as the patient takes a deep breath, into the 
inferior vena cava, thence into either renal vein or into 
one of the hepatic veins. The direction of the tip of the 
catheter is controlled under intermittent fluoroscopic 
vision by twisting its proximal end. The tip moves with 
each cardiac pulsation, slightly in the auricle but much 
more so when the right ventricle is entered. From the 
right ventricle the catheter may be guided into either 
right or left pulmonary artery. Clotting of blood in 
the catheter is prevented by continuous perfusion of 
normal saline. 

All patients have a test of basal metabolism before 
catheterization to determine their oxygen consumption. 
Arterial blood is withdrawn under oil by puncture of 
the femoral artery, for determination of arterial oxygen 


‘saturation. In patients with congenital heart disease, 


samples of blood are withdrawn from the pulmonary 
artery, right ventricle, right auricle, and superior vena 
cava, and films are taken of the catheter tip in each 
position. Peripheral blood flow is calculated by the 
direct Fick principle of dividing the oxygen consumption 
by the arterio-venous oxygen difference between the 
femoral artery and the right heart. Pulmonary flow may 
be estimated by dividing the oxygen consumption by the 
difference in oxygen content of the pulmonary artery and 
the femoral artery. The value of teamwork is stressed, 
and the author prefers a team of five members—namely, 
one to pass the catheter, one to hand instruments, a 
radiologist, a biochemist, and a general assistant. 
Examination was unsatisfactory in 13 out of 100 patients 
tested; causes for failure included unsatisfactory veins, 
spasm of vein around the catheter, kinking of an un- 
satisfactory catheter, and uncooperative patients. 
General anaesthesia is indicated only in young children. 
Extrasystoles were sometimes noted as the tip of the 
catheter passed through the tricuspid valve. In only 
two instances were subjective symptoms distressing enough 
to cause abandonment of the procedure. No evidence of 
thrombus formation or of damage to the endothelium of 
the large veins or heart has been found. Cournand has 
reported 1,200 such examinations without fatality or 
serious complication from passage of the catheter. 
[Several radiographs, illustrating “normal” and 


abnormal or accidental positions of the catheter tip, add 
to the interest of this paper. Thus the tip is seen in an 
azygos vein, in an additional left-sided superior vena 
cava, in a coronary venous sinus, in a right-arched 
aorta, and (through an auricular septal defect) in a 
pulmonary vein.] T. Semple 


166. Venous Catheterization of the Heart. II. Results, 
Interpretations, and Value 

L. Dexter. Radiology [Radiology] 48, 451-462, May, 
1947. 6 figs., 9 refs. 


This paper discusses diagnostic aid obtainable in 
congenital heart disease by the procedure described in 
Abstract No. 165. In auricular septal defect the 
catheter may be introduced through the defect or arterial 
blood may be found in the right auricle. The recogni- 
tion of an uncomplicated interventricular septal defect 
depends on finding a significantly higher oxygen content 
of blood in the right ventricle than in the right auricle. 
In the tetralogy of Fallot (pulmonary stenosis, inter- 
ventricular septal defect, dextroposition of aorta, and 
right ventricular hypertrophy) the venous catheter may 
pass through the stenosed pulmonary valve into the 
pulmonary artery, where the pressure would be lower 
than that of the right ventricle, or it may pass through 
the septal defect and go directly into the overriding aorta. 
In patent ductus arteriosus, blood from the pulmonary 
artery has a higher oxygen content than that from the 
right ventricle. 

With the aid of line drawings and serial radiographs 
the passage of the catheter is demonstrated from the 
superior vena cava to various positions in the 
representative types of congenitally abnormal heart. 

[This procedure may well become standard as a pre- 
Operative diagnostic one in all cardiac surgery centres. 
In the exclusion of additional cardiac anomalies in a case 
of patent ductus it constitutes a real advance. As regards 
the Blalock operation for pulmonary stenosis, venous 
catheterization gives an indication of the amount of blood 
flowing through the pulmonary artery but gives no 
information concerning collateral lung circulation.] 

T. Semple 


167. The Use of Anticoagulants in the Management of 
Acute Myocardial Infarction. A Preliminary Report 

R. L. PARKER and N. W. BARKER. Proceedings of the 
Staff Meetings of the Mayo Clinic (Proc. Mayo Clin.] 22, 
185-192, May 14, 1947. .9 refs. 


A series of 50 cases of cardiac infarction treated with 
dicoumarol is compared with a previous series in which 
no anticoagulants were employed. The drug was given 
on admission to all cases except those with renal or 
hepatic disease or bleeding ulcers. Treatment was con- 
tinued for an average of 24 days. [Heparin was given as 
well as dicoumarol in 10 of the cases, but the grounds for 
this are not stated; details of administration are not - 
mentioned, but efforts were made to maintain the pro- 
thrombin content between 10 and 30% of the normal. 
How these limits correspond to the usual method of 
estimating the prothrombin time in seconds is not clear.] 
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Although daily estimations of the prothrombin level 
were made, these fell below the desired limits in 24%, and 
vitamin K was given intravenously. Complications, 
however, were confined to haemorrhage into the knee- 
joint in 1 patient and mild epistaxis in another. In 12% 
the level returned to normal during the course, and 1 
patient experienced a second infarct during this lapse. 
Vascular complications, such as emboli or second infarcts, 
occurred in only 4% compared with 37% in the previous 
series; but the mortality rate in the two series was almost 
identical. 

[This paper raises the question of the desirability of 
using dicoumarol as a routine in all cases of coronary 
occlusion, but hardly supplies the answer.] 

C. W. C. Bain 


168. The Anoxemia Test for Coronary Insufficiency 

H. J. WEiINTRAUB and L. F. BisHop. Annals of Internal 
Medicine {Ann. intern. Med.] 26, 741-763, May, 1947. 
11 figs., 19 refs. 


By coronary insufficiency the authors mean the con- 
dition in which the coronary arteries deliver less blood 
than is required for the effective performance of the 
heart. The object of their research (at the Army and 
Navy General Hospital, Hot Springs National Park, 
Arkansas) was to evaluate the diagnostic efficacy and 
safety of the anoxaemia test for coronary insufficiency 
(Levy, Amer. Heart J., 1941, 21, 634). They studied 200 
controls, made up of healthy subjects, cases of rheu- 
matoid arthritis, malaria, anxiety state, injuries, and 
cardiovascular disease, and also 20 cases of “ definite 
coronary insufficiency ”’, all with angina of effort. The 
tests were performed at 700 ft. (210 m.) above sea level, 
and a mixture consisting of 10% oxygen and 90% nitrogen 
was inhaled without rebreathing for 20 minutes unless 


pain supervened. Control and interim four-lead electro-_ 


cardiograms (I, II, II], and IVF) were taken. All tests 
were made at least 2 hours after meals. The authors 
used Levy’s three criteria of a positive test—namely: 
(1) The arithmetic sum of the RS—T deviations in all 
four leads (I, I, IL], and IVF) must total 3 mm. or more. 
(2) There is partial or complete reversal of the direction 
of the T wave in lead I, accompanied by an RS-T 
deviation of 1 mm. or more in this lead. (3) There is 
complete reversal of the direction of the T wave in lead 
IVF, regardless of any associated RS-T deviation in 
this lead. 

They point out that, although a positive test is a sign 
of coronary anoxaemia, a negative reaction does not 
exclude the diagnosis. The 20 cases of coronary 
insufficiency gave 11 (55%) positive objective tests and, 
in addition, 7 (35%) more gave positive presumptive 
tests—a total of 18 (90°) positive tests. None of the 
200 control patients developed pain, but 9 gave positive 
objective tests. Of those 9, 4 had abnormal cardio- 
vascular factors, | had a moderately severe anaemia, 1 
had had acute rheumatic polyarthritis 4 months pre- 
viously, and 1 was intensely frightened. In the remain- 
ing 2 (1% of the controls) no cause could be found, and 
they were therefore regarded as false positives or examples 
of coronary insufficiency of obscure aetiology. 


CARDIOVASCULAR DISORDERS 


The authors conclude that the test in careful hands 
provided it is realized that the attendance of the physician 
and one technician is required, is both safe and valuable, 
The judgment of the clinician is of paramount importange 
in making a diagnosis of coronary insufficiency. 

S. Oram 


DISORDERS OF CIRCULATION 
Monoplegia following Carotid Sinus Pressure in the 


169. 
Aged 
F. D. ZeMAN and S. SIEGAL. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 213, 603-607, 
May, 1947. 17 refs. 


The authors add another case to those recorded of 
harmful effects and permanent damage after pressure op 
the carotid sinus in the aged. They tested 188 persons 
whose ages ranged from 62 to 92 years; in 22 the response 
to carotid sinus pressure was asystole; in 2 a reversible 
cerebral response occurred. One patient, aged 83, hada 
long standing hypertension (blood pressure 230/100 mm, 
Hg) and an enlarged heart. He was tested, as were the 
others, while lying supine, and pressure was exerted for 
15 seconds first on the right and then on the left carotid 
sinus areas. No immediate response was noted, and he 
left the examination table apparently well. Within a few 
minutes he complained that his right arm felt heavy; it 
was found to be flaccid and paralysed. During the 
ensuing 48 hours, despite administration of vasodilators 
{not specified], he developed transient drowsiness and 
dysarthria; his monoplegia persisted and was still present 
a year later. 

While admitting the rarity of untoward cerebral com- 
plications after carotid sinus stimulation, the authors 
conclude that it is unjustifiable to use this manoeuvre 
in patients over 50 as a routine test or as a means of 
stopping attacks of supraventricular tachycardia. They 
suggest that accidental carotid sinus stimulation may play 
a part in the genesis of cerebral thrombosis and that in 
arteriosclerotic and hypertensive patients constriction of 
the neck—for example, by a tight collar—should be 
avoided. Such patients should be warned against 
abrupt and violent movements of the head and neck, 
straining at stool, and heavy lifting and bending; the use 
of cholinergic drugs, such as neostigmin, and the morphine 
group, and of digitalis, which sensitizes the vagal type of 
carotid sinus response, should be avoided. 

Henry Cohen 


170. Medical Evaluation of the Surgical Treatment of 
Hypertension 

R.S. PALMER. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 9-14, May 3, 1947. 3 refs. 


A carefully controlled group of 100 patients with 
hypertension has shown a sustained fall in blood pressure 
to normal or near-normal levels in 12% following general 
medical treatment and the use of potassium thiocyanate. 
With this knowledge, the results of surgical treatment 
have been reviewed; operations performed have varied 
and have been carried out by various members of the 
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staff of the Massachusetts General Hospital. The more 
extensive the operation, the more likely the good effect 
upon the blood pressure; the full Smithwick procedure 
was employed only in the later operations. In this latter 
group of 68 patients operated upon over 3 years ago, 25% 
have normal or nearly normal blood pressures, 45% have 
remained or become hypertensive, and 30% have died. 
The longer the follow-up period the fewer good results, 
so that, although 70% of patients were considered to 
show good results early in the follow-up, this percentage 
had fallen to 25 after 3 to 5 years. However, these 
results are stated to be twice as good as could be expected 
from medical treatment. No positive tests or classi- 
fications have been evolved by means of which success 
or failure could be predicted accurately in an individual. 
In general the younger the patient (preferably under the 
age of 40) and the less the evidence of organic change 
the better the chance of a good result. Women did 
better on the whole than men, and it was felt that this 
was probably because the disease was relatively more 
benign in women. The criterion of a good result is 
persistent reduction of the blood pressure to 150 mm. 
systolic and 115 mm. diastolic or below in all positions; 
as might be expected with this criterion, the patients 
with the most pronounced vasospastic elements were 
found to have received the greatest benefit. 
H. T. Simmons 


171. Effect of Pentaquine in Patients with Hypertension 

E. D. Dreis and R. W. WILKINS. Proceedings of the 

Society for Experimental Biology and Medicine [Proc. 

exp. Biol., N.Y.] 64, 455-458, April, 1947. 1 fig., 
refs. 


The observation that the new antimalarial drug 
“pentaquine”’ produces postural hypotension in man 
led the authors to test the usefulness of the drug on a 
random group of 17 patients with long standing essential 
hypertension (including 3 in the malignant phase). 
Pentaquine was given orally in amounts varying from 120 
to 240 mg. daily, in 4-hourly doses. Arterial pressure 
was measured with the patient at rest and after 5 minutes 
standing. 

In most cases, after 2 to 7 days of treatment, a fall of 


from 10 to 40% occurred in the mean arterial pressure’ 


(half the sum of systolic and diastolic blood pressures). 
There was usually a further fall in the blood pressure 
when the patients stood, but not in all cases. However, 
1 patient showed a reduction in blood pressure only in 
the upright position. The lowering of arterial tension 
was often preceded and accompanied by abdominal pain 
and tenderness, back and chest (“ girdle ’’) pain, facial 
pallor, anorexia, and diarrhoea. Methaemoglobinaemia 
and slight microcytic anaemia were controlled by adding 
gr. 1 (65 mg.) of methylene blue to each dose of penta- 
quine. Agranulocytosis appeared in 1 patient who had 
been treated for 14 days without response; she recovered 
satisfactorily with penicillin. The blood pressure 
gradually returned to its previous level when the drug 
was stopped. Patients with malignant hypertension 
responded similarly, except that they needed smaller 
dose of pentaquine (120 mg. daily); they obtained relief 


from headaches and from gross haematuria, and the 
appearance of the fundi improved, but there was no 
alteration in renal function. 

These studies suggest that pentaquine acts by depressing 
the sympathetic vasopressor reflexes. There is no 
uniform relation between the appearance of toxic symp- 
toms and the hypotensive effect; thus it is possible that 
these qualities of the drug may not be inseparable, although 
it is too toxic in its present dosage for its use to be con- 
sidered practicable. T. E. C. Early 


172. Double Aortic Arch 
S. Gorvon. Journal of Pediatrics [J. Pediat.] 30, 428- 
437, April, 1947. 3 figs., 19 refs. 


173. Arterial Hypertension. I. Variability of Blood 
Pressure. II. Neurosurgical Treatment, Indications and 
Results. [In English] 

S. HAMMERSTROM. Acta Medica Scandinavica [Acta 
med. scand.| Suppl. 192, 1-301, 1947. Bibliography. 


174. Autohaemagglutination and Raynaud’s Pheno- 
menon 

G. B. Forses. British Medical Journal (Brit. med. J.) 1, 
598-600, May 3, 1947. 28 refs. 


The case history is given of an American soldier, aged 
24 years, who began to get attacks of blueness and 
numbness of the fingers, and occasionally of the tips of 
the nose and pinnae also, on exposure to cold. He had 
not previously suffered from this complaint, although he 
lived in a very cold part of the United States. A few 
months before the patient had acted as a blood donor, 
and no abnormality of his blood had been detected, _ 
The weather was warm while he was under observation 
and no spontaneous attacks occurred, but by immersing 
his hands in cold water it was possible to induce an attack. 
Physical examination revealed nothing abnormal save a 
few slightly enlarged lymph nodes. 

The patient’s erythrocytes agglutinated spontaneously 
at room temperature and resolution occurred on warming 
to body temperature. When his own washed red cells 
were kept overnight at 4° C. mixed with serial dilutions 
of his serum, naked-eye agglutination occurred to a titre 
of 1 in 1,024. There was similar agglutination with 
washed cells of group B and O, but permanent agglutina- 
tion occurred with group A and AB corpuscles because 
of anti-A iso-agglutinin in the patient’s serum. It is 
suggested that the syndrome was produced by mechanical 
blocking of the peripheral vessels from a combination of 
vasoconstriction and auto-agglutination, both of which 
are produced by cold. 

The literature of the condition is reviewed; 18 similar 
cases have been found but the author considers that none 
had the typical Raynaud’s syndrome. Cold agglutinins 
occur very rarely in apparently normal people and quite 
commonly in those suffering from atypical pneumonia, 
tropical eosinophilia and trypanosomiasis. No cause 
could be found for the presence of auto-agglutinins in 
the patient described. He recovered spontaneously after 
discharge from hospital. G. A. Smart 
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BLOOD VESSELS 


175. Use of Trichophytin in Thromboangiitis Obliterans 
J.C. Hotman. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 512-513, April, 1947. 
3 refs. 


The author refers to reports on the relationship between 
thrombo-angiitis obliterans and trichophytosis (Naide, 
Amer. J. med. Sci., 1941, 202, 822). On the hypothesis 
that thrombo-angiitis obliterans may be partly an allergic 
reaction to the products of the fungi the author treated 
2 patients suffering from thrombo-angiitis obliterans and 
trichophytid of the hands by weekly injections of tricho- 
phytin 1 in 240 and 1 in 120. He claims rapid improve- 
ment after 1 to 2 months’ treatment. The trichophytin 
test was positive in a dilution of 1 in 30. 

[Cultures of fungi are not recorded. The dosage of 
trichophytin given is not stated, and no follow-up is 
reported.] Kate Maunsell 


176. Carbon Dioxide Injections in Obliterating Peri- 
pheral Disease of Vessels. (O carbogénio injectavel nas 
vasculopatias periféricas obliterantes) 

L. RAMOS DE QuEIROz. Hospital [Hospital, Rio de J.} 31, 
823-840, June, 1947. 15 figs., 10 refs. 


Castex and Di Cié published the results of their 6 
years’ experience of carbon-dioxide injections in peri- 
pheral vasculopathies in the Argentine in 1942 (Resenha 
Clinico-Cientifica, April, 1942); their work altered the 
entire prognosis in these cases. Cases most suitable for 
this treatment are those with vasoconstriction of func- 
tional origin, as in Raynaud’s disease, and organic cases 
showing inflammatory or degenerative changes, as in 
thrombo-angiitis obliterans (Buerger’s disease), arterio- 
sclerosis, and diabetic and syphilitic arteries. The pre- 
sent author suggests that in both groups an obliterative 
arteritis ultimately supervenes. The original publication 
included a third group, in which the local vessel was 
healthy and the cause of the ischaemia was an embolus; 
this is not, however, included in the present article, 
which opens with a brief discussion of the differential 
diagnosis and the treatment of the first two groups of 
cases. The author claims that the use of carbon-dioxide 
injections, about which so little is known as yet, gives 
results unapproached by the older methods. The 
method was introduced into Brazil in April, 1944, and 
the author draws on 2 years’ experience. Of 20 patients, 
aged 32 to 85, 18 had gangrene of the toes or feet; of 
these 2 died in hospital from causes not connected with 
the use of carbon dioxide. In the remainder this treat- 
ment brought permanent relief from pain and other 
symptoms after an average of ten injections; the gan- 
grenous area separated rapidly, and a sound scar formed. 
A follow-up showed that all the patients had resumed 
their occupations and remained well at the time the paper 
was published, except one who had died from other 
causes. In no case did the injections of gas produce any 
toxic or other disturbance. They caused a general 
vasodilatation with relaxation of vascular spasm, an 
increase in capillary circulation, and acceleration of the 
blood flow; collateral circulation was established in the 
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affected area and the viability of the tissues not 
gangrenous was secured, though the normal supply 
remained occluded. Details are given of 6 cases of 
thrombo-angiitis obliterans, 6 of senile arteriosclerosis, 
4 of diabetic gangrene, 3 of syphilitic arteritis, and 1 of 
mechanical obstruction following fracture. The author 
mentions histamine tests for circulatory insufficiency, but 
the effects of treatment on blood pressure are not 
discussed and the exact technique and the intervals 
between injections are not given. He began with a 
subcutaneous injection of 250 ml. and increased this 
gradually to 600 ml., in 1 case to 800 ml. In general, 
however, 400 ml. was the maximum dose because of the 
slow rate of absorption. Up to forty-five injections were 
given in 1 case, but the majority of patients received 
twenty-five to thirty injections. J.J. Keevil 


177. Hypoprothrombinemic Action of Quinine Sulfate 
L. A. PirK and R. ENGELBERG. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 213, 593-597, 
May, 1947. 2 figs., 10 refs. 


The authors had recorded (J. Amer. med. Ass., 1945, 
128, 1093) that quinine sulphate in single daily doses of 
0-33 g. by mouth induced hypoprothrombinaemia, which 
was counteracted by administration concurrently of 
vitamin K. These findings were not confirmed by Quick 
(J. Lab. clin. Med., 1946, 31, 79), who found that quinine 
did not affect the prothrombin level of the blood. The 
further observations noted in the present paper elucidate 
this discrepancy, and show that it is due to the different 
thromboplastic agents used by these investigators in 
estimating prothrombin times. Pirk and Engelberg used 
the relatively slow-acting thromboplastin, Russell viper 
venom (“ stypven’’), which gave on 5 subjects a pro 
thrombin time of 21-3 to 26-5 seconds, prolonged after 
several days’ intake of quinine by 4-4 to 12-3 seconds; 
Quick employed a tissue extract from rabbit brain as his 
thromboplastic agent. With a commercial thrombo- 
plastin derived from lung tissue, Pirk and Engelberg 
repeated their estimations on the same 5 subjects, and 
found the corresponding premedication prothrombin 
times to range from 13 to 14-8 seconds with prolongations 
after quinine medication from 0 to 2-1 seconds. 

They indicate, the detailed results being promised for 
later publication, that salicylate-induced hypopro- 
thrombinaemia only becomes apparent when viper 
venom or a slowly acting thromboplastic tissue extract 
is used in the estimation of prothrombin times, while 
the hypoprothrombinaemia caused by dicoumarol can 
be demonstrated also with a fast-acting thromboplastin. 
Thus, different factors in blood coagulation may be 
affected by different thromboplastic agents. 

[This conclusion would have to be substantiated by 
figures showing that the difference was not simply due to 
agents of differing potency.] Henry Cohen 


J. R. CARTER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 213, 585-592, May, 1947. 4 figs., 
10 refs. 
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Disorders of the Blood 


179. Treatment of Methemoglobinemia 

0. BopANSKY and H. GUTMANN. Journal of Pharmaco- 
logy and Experimental Therapeutics [J. Pharmacol.) 90, 
46-56, May, 1947. 26 refs. 


Methaemoglobinaemia was induced in dogs by the 
intravenous injection of a solution in propylene glycol of 
p-aminopropiophenine (PAPP) (2 mg. per ml.), and its 
degree expressed as the percentage of the total blood 
pigment converted into methaemoglobin. It was 
desired to determine: (1) the incapacitating and the 
fatal degree of methaemoglobinaemia; (2) the effects of 
methylene blue, of ascorbic acid, and of BAL (all given 
intravenously in solution, the first and second in water, 
the third in propylene glycol) in counteracting this 
condition; and (3) the therapeutic value of methylene 
blue at lethal levels of methaemoglobinaemia. 

In doses of 2:5 to 15 mg. per kilo, PAPP induced 
methaemoglobinaemia, which reached its maximum in 
about 1 hour, stayed at that level for another hour, and 
disappeared completely in about 24 hours. With 
methaemoglobin concentrations below 60% no symptoms 
were Observed; with concentrations of 61 to 70% there 
were salivation and ataxia; with 71 to 80%, ataxia and 
vomiting; while with 81 to 90%, loss of consciousness was 
the predominant symptom. Recovery, if it occurred, 
was almost invariably complete. Eight dogs recovered 
after having maximum concentrations up to 81%, but of 
12 with maxima of 83 to 92% only 2 recovered, 1 with 
residual paralysis in the hind limbs. The fatal con- 
centration of methaemoglobin is thought to be about 
80 to 85%. 

In a further 18 dogs PAPP was given in sufficient 
dosage to convert 50 to 70% of the total pigment to 
methaemoglobin. When no treatment was given this 
fell to half the maximum in 3 to 4 hours. A reduction 
to the half maximum level was caused by 1 mg. per kilo 
of methylene blue in 30 minutes or by 50 mg. per kilo of 
BAL in about the same time, but by ascorbic acid (even 
in very large doses) at only about one-fifth this rate. 
As the last was so inefficient and BAL effective only at 
doses very near the toxic level, methylene blue alone was 
used for the remainder of the work. In 9 dogs lethal 
levels of methaemoglobin were produced with PAPP. 
Eight recovered following the injection of methylene blue 
after an interval of 45 to 80 minutes. All these animals 

appeared normal the next day. The onset of recovery 
was very rapid: the respiration improved at once, and 
the animals appeared normal in 3 to 4 hours. The 
methaemoglobin concentration, in contradistinction to 
the cases with non-lethal concentrations, fell only very 
slightly. 

The clinical literature is discussed in connexion with 
these experiments, It is thought that the lethal concentra- 
tion of methaemoglobin in man is near that for the dog, 
and that, in like manner, an intravenous injection of 


1 to 2 mg. per kilo of methylene blue is highly effective 
in counteracting the symptoms of severe poisoning. No 
advantage is likely to be gained from larger doses. 
Ascorbic acid has been used in human beings, but, as in 
the dog, large doses are required and the reduction in 
methaemoglobin is slow; where daily administration is 
needed, as in familial idiopathic methaemoglobinaemia, 
it might prove preferable to methylene blue. : 
Reginald St.A. Heathcote 


180. Comparative Effect of Methionine and Choline on 
Anaemia due to Carbon Tetrachloride inthe Rat. (L’action 
comparative de la méthionine et de la choline sur l’'anémie 
déterminée par le tétrachlorure de carbone chez le rat) 
H. BERNARD, M. Gaspos-Torok, and A. GaAJDos. 
Comptes Rendus de la Société de Biologie [C.R. Soc. 
Biol., Paris] 141, 122-123, Feb., 1947. 2 refs. 


Three series of 6 rats were given daily subcutaneous 
injections of 0-2 to 0-305 ml. of carbon tetrachloride; 
one series was given 20 mg. of choline hydrochloride 
subcutaneously every day and one series 30 mg. of 
dl-methionine subcutaneously daily, the third series 
serving as control. The control series showed a drop 
in erythrocyte count and haemoglobin concentration, 
which appeared to be prevented in the other two series 
by choline and methionine respectively: from the mean 
figures given, the differences between the results in the 
two series are not statistically significant. 

H. K. Goadby 


181. Haemorrhagic Hypersplenism. (L’hypersplénie 
hémorrhagique) 


M. Loeper. Bulletin de Il’Académie Nationale de 
Médecine [Bull. Acad. nat. Méd.] 131, 191-197, March 


' 18 and 25, 1947. 8 refs. 


Two cases are reported which prove—in the author’s 
opinion—the existence of true hyperplasia and hyper- 
function of the spleen. The relation of hypersplenism to 
the normal spleen is the same as that of hyperthyroidism 
to the normal thyroid. 

A postman was admitted to hospital many years ago 
with severe haematemesis. He had a red cell count of 
1,700,000 per c.mm. His spleen was enlarged, the lower 
pole 4 cm. below the lower border of the (eleventh) rib. 
There were no other signs of organic disease. He made 
a complete recovery on rest and returned to full normal 
duties, but the spleen remained enlarged 3 months after 
discharge. Seven months later he had a second, more 
severe attack. The spleen appeared to be diminished by 
one-third. He had four such attacks with the same 
findings before he agreed to an operation. At operation 
no adhesions were found; the spleen was smooth and 
purplish-red and the capsule vascularized, but the splenic 
vein was patent. The organ weighed 1,700 g. and the 
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pulp was purple. Microscopically the follicles were 
rather scanty but intact, the pulp was of normal pattern, 
the trabeculae were swollen, and the lacunae filled with 
blood. There was no iron pigment. The patient 
recovered completely, and 5 years after the operation 
was quite well. 

In the second case, a farmer of 42 had a severe haema- 
temesis and melaena, followed by marked anaemia, 
in October, 1944. After a convalescence of 3 months 
he resumed work. His spleen reached to the umbilicus; 
the liver was normal, and so was the blood. He felt 
well apart from slight indigestion. A barium meal 
showed some compression of the stomach but no organic 
lesion. In June, 1946, he had an intestinal haemorrhage. 
The red cell count was 1,600,000 per c.mm.; blood 
urea, 0-55 mg. per 100 ml.; blood sugar, 0-65 mg. per 
100 ml.; and white cell count 8,000 per c.mm. The 
blood and the bone marrow were otherwise normal. 
The spleen was a little smaller than on the first occasion. 

A further haemorrhage occurred in October, after 
which the spleen was reduced in size. On admission in 
January, 1947, he looked very tired, and the red cell 
count was 3,340,000 per c.mm. Resistance of the 
erythrocytes was increased with normal bleeding and 
coagulation time. A myelogram was normal, and the 
gastro-intestinal tract radiologically negative. Clinically, 
the spleen reached almost to the umbilicus but was not 
tender. After injection of adrenaline the red cell count 
rose to 5 millions, the platelets from 180,000 to 220,000 
per c.mm., and the volume of the spleen diminished. At 
operation, the veins of the splenic pedicle were seen to 
be large, friable, but not thrombosed. Pericapsular 
veins were well developed. There were some adhesions. 
Splenectomy was difficult. After operation there was 
fever for 20 days with a left pleural effusion, but the 
patient recovered slowly. The splenic capsule was 
slightly thickened, wrinkled, and very contractile. No 
thrombosis of the splenic vein was present. The pulp 
was soft without nodules. The histological appearance 
was that of a hyperplastic spleen maintaining the normal 
structure, as in the first case. 

The diagnosis in these cases is that of true hyper- 
~ splenism of unknown aetiology. The haemorrhages may 
be conditioned by the following factors: (a) the great 
contractility of the spleen, which may cause a sudden 
expulsion of a large amount of blood into the circulation; 
(6) a hypothetical reticulo-endothelial hormone which 
may provoke haemorrhage by its hyperactivity; (c) the 
function of the spleen as a histamine reservoir; this sub- 
stance produced in excess may cause sudden enormous 
vasodilatation. V. C. Medvei 


182. Sickle-cell Anaemia in West Africa 

W. M. RoBERTSON and G. M. FINDLAY. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.) 40, 435-446, March, 
1947. 12 refs. 


A comprehensive account is given of the manifestations 
of sickle-cell anaemia in West African soldiers and in 
African women attending hospital. Of 53 persons 
examined who showed the sickle-cell trait, 10 were 
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either undergoing an acute haemolytic crisis or gaye a 
history suggestive of past crises. Acute haemolysis dy 
to sickling was regarded as the primary cause of deajh 
in 12 out of 1,300 fatal cases recorded among Wey 
African soldiers. In 13 patients suffering from othe; 
diseases a crisis was regarded as a contributory cays. 
of death. During the same period 36 soldiers wer 
admitted to hospital with the diagnosis of sickle-c¢lj 
anaemia. From these figures, and from their previoys 
estimate of 12-4% as the over-all incidence of the sickle. 
cell trait in West Africa, the authors calculate the ratio 
of those with acute sickle-cell anaemia to those with the 
trait as approximately 1 : 151. 

The ages in the 12 fatal cases of sickle-cell anaemia 
varied from 18 to 25 years; red cell counts ranged from 
990,000 to 3,750,000 (average 2,000,000) per c.mm, 
and haemoglobin values from 12 to 70% (average 39%), 
All showed evidence of bilirubinaemia and 8 had jaundice, 
In the 13 fatal cases in which sickle-cell crises were 
a contributory cause of death the primary conditions 
were: (1) staphylococcal septicaemia; (2) encephalitis; 
(3) amoebiasis; (4) cirrhosis of the liver, gonococcal 
prostatitis, and suppurative nephritis; (5) tropical 
pyomyositis and staphylococcal septicaemia; (6) ulcer- 
ative gingivitis and bacillary dysentery; (7) pneumonia, 
endocarditis, and pneumococcal meningitis; (8) pneu 
mococcal meningitis and cavernous sinus thrombosis; 
(9) chronic nephritis and ulcerative gingivitis; (10) lobar 
pneumonia; (11) tuberculosis (pulmonary); (12) chronic 
nephritis and dietary deficiency; (13) bilharziasis, 
antimony poisoning (?). 

Previously the authors had found no correlation be- 
tween the occurrence of leg ulceration and the possession 
of the sickle-cell trait. They now incline to the view 
that active ulceration is more likely to occur in those 
with sickle-cell anaemia than would be expected by chance 
in the general population. This is based on the finding 
of 3 active tropical ulcers among the 25 cases where a 
sickle-cell crisis had been either a primary or contributory 
cause of death. The incidence of tropical ulcers among 
the general population was found to be only 38 per 1,000. 

Details of 11 cases where haemoglobinuria was associ- 
ated with acute haemolytic crises and sickling in vivo 
are given. It is important to exclude all other causes 
of haemolysis before attributing the haemoglobinuria to 
sickling of the red cells. The differentiation is discussed.’ 
The distinction from blackwater fever is made by the 
demonstration of sickling in vivo. 

Of 80 pregnant women in whom sickling was demon- 
strated 28 died. Three of these had stillbirths at term, 
while 4 others who died miscarried at 34 to 7 months. 
Pregnancy appears to predispose to a sickling crisis, 
which usually leads to the death of the foetus. Infants 
of women who have passed through a sickle-cell crisis 
die within a few days after birth. Blood counts carried 
out on 47 non-pregnant non-sickling, 37 pregnant non- 
sickling, and 34 pregnant sickling African women are 
claimed to show that the degree of macrocytic anaemia 
is more pronounced in pregnant women with the sickle- 
cell trait than in the other groups. [This is not clear 
from the data supplied. As judged by the colour 
indices the reverse seems to be true, the non-pregnant 
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non-sickling and pregnant non-sickling groups showing 
higher indices—1-03 and 1-07 against 0-97. No figures 
are given for mean corpuscular volume and mean cell 
diameter.] 

In discussing the symptomatology of sickle-cell 
anaemia the authors point out that joint pains, acute 
abdominal pains, and bronchitis were common complaints. 
Nervous symptoms were noted in 2 cases, associated with 
cerebral thrombosis in one and necrosis of the brain in 
the other. In view of the protean manifestations of the 
dyscrasia it is advised that tests for sickling be carried 
out whenever the diagnosis in an African is in doubt. 

R. Winston Evans 


See also Section Paediatrics, Abstracts 132, 133. 


183. Leukemia (Summary of 100 Cases) and Lympho- 
sarcoma Complicated by Pregnancy. Cellular Changes 
Produced in Guinea Pigs by Extracts of ‘‘ Leukemic ” 
Placenta 

L. A. Err. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 268-280, April, 1947. 2 figs., 
57 refs. 


The course of leukaemia is not altered by pregnancy. 
Fowler’s solution, transfusions, and brewer’s yeast are 
still probably the best therapeutic agents in leukaemia 
complicated by pregnancy. X-radiation directed even 
close to the abdomen is probably dangerous to the 
foetus. The placenta from a patient with chronic 
myeloid leukaemia showed slight infiltration with myeloid 
cells. A lipid extract of this placenta, injected into 2 
guinea-pigs, produced myeloid cell infiltrations in the 

_ organs, while injection of a similar extract of a normal 
placenta produced no abnormal cellular infiltrations in 
the organs of 2 control animals. 

The placenta is a complete barrier to leukaemia, 
whether the leukaemia is in the mother or in the foetus.— 
[Author’s conclusions. } 


184. Eosinophilic Granuloma and its Relation to 
Xanthomatosis Ossea. (Contribucién al estudio del 
denominado “ granuloma eosinofilico”’ y a sus rela- 
ciones con la xantomatosis osea) 

F. ScHasowicz and M. PotaKk. Revista de la Asocia- 
cin Médica Argentina [Rev. Asoc. méd. argent.] 61, 
218-226, April 15-30, 1947. 11 figs., 37 refs. 


The authors describe the relations between three main 
types of benign reticulo-endothelial hyperplasia of bone: 
the solitary granuloma (Otani and Ehrlich, Amer. J. 
Path., 1940, 16, 479), the eosinophil granuloma (Jaffe 
and Lichtenstein, ibid., 595), and the local or diffuse 
types of xanthomatosis ossea which may be accompanied 
by the Schiiller-Christian syndrome or which may rarely 
complicate Letterer-Siwe’s disease. Previous authors 
have recognized a probable relation between these lesions 
but differ as to whether or not the lesions represent 
successive stages of one process. Cases of eosinophil 
granuloma presenting clinically as the Schiiller-Christian 
syndrome and histological pictures showing transitions 


between eosinophil granuloma and xanthomatosis have 
been described. Occasionally xanthomatosis may be 
absent in cases otherwise typical of the Schiiller-Christian 
syndrome, the only constant feature being the histiocytic 
proliferation. 

Using classical staining techniques as well as the silver 
impregnation methods of Rio Hortega, on material 
obtained from biopsies and excised tumours, the authors 
set Out to study the relations of the three types of lesions 
in 8 cases of their own. The cases are only briefly 
described, and included 1 of eosinophilic granuloma; 
1 of histiocytic granuloma; 1 of eosinophilic granuloma 
with the Schiiller-Christian syndrome, and another show- 
ing in addition features of Letterer-Siwe’s disease; 1 case 
of multiple histiocytic granulomata, some of them in the 
cranium, producing unilateral exophthalmos; another 
with lesions containing xanthomatous cells but without 
the features of the Schiiller-Christian syndrome; and 1 
case showing a solitary cranial lesion with fibrous scarring. 
[The cases are hardly referred to individually in the subse- 
quent discussion of the histology nor in the captions of 
the illustrations.] 

Radiologically, the lesions were similar in the different 
cases, there being destruction of bone with at least one 
focus in the cranial vault. Histologically, the main 
finding was the hyperplasia of the histiocytic cells, with 
infiltration by lymphocytes, plasma cells, and poly- 
morphonuclear leucocytes. Eosinophil infiltration was 
found in lesions from cases differing widely clinically— 
for example, in a case by simple extirpation, another 
with the typically chronic lesions of the Schiiller-Christian 
syndrome, and a third with the acute lesions of Letterer- 
Siwe’s disease. In other cases eosinophils were entirely 
absent from the lesions. In 2 cases of eosinophil 
granuloma the authors observed follicles of reticulo- 
endothelial cells, with transitions to multinucleate giant 
cells, well demonstrated in the lesions by impregnation 
with ammoniacal silver carbonate. These appearances 
were reminiscent of those in sarcoidosis and suggested 
an inflammatory reaction. The intense eosinophil 
infiltration might represent an allergic type of reaction 
to a toxin, tuberculous or other. Xanthomatous trans- 
formation appeared mostly in the older lesions and was 
probably not a permanent change, sometimes disappear- 
ing again, either spontaneously or after radiotherapy. 
Because the xanthoma cells were not always found, 
even in cases with the Schiiller-Christian syndrome, the 
xanthomatous degeneration was thought to be only a 
stage in the evolution of the histiocytic granuloma, which, 
possibly with a stage of giant-cell formation, finally goes 
on to fibrosis. The xanthomatous change would thus 
be due to a local. disturbance of lipid metabolism, 
secondary to the inflammatory reaction which the authors 
believe to be the basis of the histiocytic granuloma. 

L. P. R. Fourman 


185. Primary Systematized Amyloidosis with Macro- 
glossia: A Syndrome Related to Bence-Jones Proteinuria 
and Myeloma 

L. A. BRUNSTING and I. D. MACDONALD. Journal of 
Investigative Dermatology [J. invest. Derm.] 8, 145-165, 
March, 1947. 3 figs., 34 refs. 
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186. Immobilization of Both Lungs Produced by the 
Equalizing Pressure Chamber with Results of Treatment in 
Pulmonary Tuberculosis 

A. L. BaracH. Annals of Internal Medicine [Ann. 
intern. Med.] 26, 687-703, May, 1947. 7 figs., 11 refs. 


This is an account of a machine called an “ equalizing 
pressure chamber” designed to render both lungs 
completely immobile and thus to promote the healing 
of bilateral open pulmonary tuberculosis with cavities. 
The patient’s breathing and chest movements are stopped, 
partly by instruction to cease breathing while in the 
machine and partly by the removal of all need for respira- 
tion by enclosing the patient in a kind of cylinder in 
which air is automatically pumped gently into and out of 
his lungs and all thoracic and diaphragmatic movement 
is mechanically inhibited. 

The 12 patients so treated took very kindly to this 
treatment and underwent sessions of several hours daily 
for 2 or 3 months at a time. Cessation of normal 
respiratory movement brought about a general mental 
and physical relaxation, and there was no craving for 
tobacco, talk, or radio even in those previously addicted 
to all three. In fact, some patients fell asleep in their 
cylinders, thereby, of course, spoiling the whole technique 
by their thoracic movement. The author claims cure in 
6 and improvement in 1 of his 12 cases. In the cured 
cases there was good radiological and clinical evidence 
of the closure and healing of cavities. G. F. Walker 


187. An Unusual Pulmonary Disease 

J. C. Cain, E. J. Devins, and J. E. DowninG. Archives 
of Internal Medicine [Arch. int. Med.] 79, 626-641, wae, 
1947. 6 figs., 4 refs. 


This is an account of an unsolved diagnostic problem. 
A group of 26 men sheltered overnight in a cellar in a 
desolate outpost in Oklahoma and contracted a hitherto 
undescribed severe pulmonary illness. The decomposing 
corpse of an opossum was found near the cellar, but no 
aetiological relation to the disease was discovered. The 
group of shelterers sustained a severe febrile illness 
resembling psittacosis, rickettsial infection, histo- 
plasmosis, or atypical pneumonia, all of which were, 
however, considered and excluded. The disease was 
clearly due to some hitherto undescribed infection. Of 
_ the 26 affected men 21 had to be invalided from the 
Service because of persistent fatigue, weakness, and pain 
in the thorax following even mild exercise. 

G. F. Walker 


188. Bronchopulmonary Actinomycosis 
E. B. Kaye. Annals of Internal Medicine [Ann. intern. 
Med.) 26, 581-594, April, 1947. 5 figs., 2 refs. 


The diagnosis of actinomycosis of the lung depends on 
the presence of chronic suppuration which spreads 
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across anatomical boundaries and involves the liver 
direct, and also produces multiple sinuses in the chest 
wall, which exude thin pus containing “ sulphur 
granules”. The present article does not vary this 
diagnostic concept. The ray fungus was present jp 
either sputum or bronchial discharges of 109 patients 
with chronic lung suppuration. Those positive were 
suffering from chronic lung disease, bronchiectasis, 
and aspiration pneumonia. They were treated by 
surgery, and the presence of the fungus made no difference 
to the response to surgical measures or to the final 
prognosis. F. P. Lee Lander 


189. Collateral Ventilation in Man. 
ventilatie bij den mensch) 

P. R. BAarsMA, M. N. J. Dirken, and E. Huizinga, 
Nederlandsch Tijdschrift voor Geneeskunde [Ned. Tijdschr, 
Geneesk.] 91, 1852-1861, July 12, 1947. 7 figs., 14 refs, 


(Collaterale 


After the existence of collateral ventilation had been 
demonstrated in the dog and the rabbit the author 
attempted to prove its presence in man. It had been 
suspected from studies of certain patients, particularly 
those with a foreign body in the lower respiratory 
Where the foreign body closes a main bronchus 
to a lobe completely, atelectasis always develo 
No atelectasis takes place, however, if a more distal 
bronchus is closed—that is, a bronchus distal to the site 
where the large first dorsal bronchus of the lower lobe 
is given off. Ina boy, 2 years old, who for 5 days had 
had a metal ball from a bicycle stuck in the bronchus 
of the left lower lobe, x-ray examination showed that it 
was below the first dorsal branch. There was no 
sign of atelectasis and the mediastinum did not move 
on respiration. This could be explained only if collateral 
ventilation took place along the first dorsal branch. 

Int order to prove this an experiment was made. An 
inflatable catheter was used, having at the distal end a 
small rubber balloon. This could be filled with sterile 
saline solution by means of a very thin rubber tube in 
the catheter, so as to seal the bronchus hermetically. 
After administration of a local analgesic with adrenaline 
the patient was placed on the bronchoscopy table and 
Jackson’s bronchoscope passed. In a number of experi- 
ments the whole of the bronchus to the left lower lobe 
was closed; in others only part of the lobe was closed 
by placing the catheter in the posterior-basal or latero- 
basal branch of the bronchus to the lower lobe. Con- 
nexion was made with a spirometer, in order to register 
the respiration. By means of a small weight a negative 
pressure was brought about in the spirometer and con- 
sequently also in the closed part of the lung. If there is 
collateral ventilation the air from neighbouring parts of 
the lung will be sucked in to the negative pressure area 
and the volume of the spirometer will increase. This is 
indicated by a descending curve. If there is no collateral © 
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ventilation the volume of the spirometer will remain 
tically the same and the curve will be horizontal. 
The same result was constantly obtained. If the whole 
lobe was closed there was no descent of the curve. 
nt was found only if a lateral branch was closed. 
Thus, collateral ventilation occurs also in man, probably 
in the same way as in the dog and rabbit, by leakage 
through the pores in the alveoli. 

Collateral ventilation is undoubtedly of great 
importance, particularly in pathology. It promotes 
expectoration, while it helps to prevent atelectasis and 
therefore pneumonia. In superficial breathing collateral 
yentilation stops. This may happen under anaesthesia 
or because of pain or of paralysis of the respiratory 
muscles. This helps to explain post-operative collapse 
of the lung and traumatic atelectasis. As soon as the 
breathing becomes superficial the collateral ventilation 
stops and atelectasis is brought about. Absence of 
collateral ventilation is also important in the localized 
atelectasis often seen in patients with rib fractures or 
kyphoscoliosis, or after abdominal operations. All 
these patients breathe superficially and have bronchitis. 
The atelectatic disk seen on the radiograph as striae is 
caused by blocking of a bronchus and consequent 
reduction in size of part of the lobe. After deep breath- 
ing the striae disappear. A, A. Overman 


190. The So-called Post-asphyxial’’ Pneumonia 
during the Siege of Leningrad. (O Tak HasbIBaeMbIx 
nocieyrapHbIx MHEBMOHHAX B JleHuHrpape B nepHoy 
BpAKECKOH OCambI ropoma) 

I. G. FrmtyANnp. Meguunna [Kiin. 
Med., Mosk.] 25, No. 8, 54-58, 1947. 12 refs. 


During the siege of Leningrad there were many cases 
of carbon monoxide poisoning resulting from bombing 
and fires. Pneumonia was a most common complica- 
tion of carbon monoxide intoxication. Of 256 cases 
admitted to hospital, 87 patients (34%) developed 
pneumonia—an incidence far higher than among cases 
of carbon monoxide poisoning in pre-war days. There- 
fore some additional factor must have been present to 
cause this complication. Pneumonia was found to be 
amore common complication in males than in females, 
and patients under 9 and over 50 years were more 
susceptible to it. Out of 48 men patients, 19 (39-6%) 
died, while out of 39 women, only 12 (30-8%) died. The 
signs and symptoms were very vague and the diagnosis was 
often missed. The onset was usually gradual. Pneumonia 
could be suspected only because of general deterioration 
of the patient’s condition, especially when it set in after 
the disappearance of symptoms of poisoning. The cough 
was not severe and there was little sputum. In most 
cases the temperature was subfebrile; only in a few cases 
did it rise above 38°C. A certain amount of dyspnoea 
was present. On auscultation a few rales were heard 
and the percussion note was slightly dulled. Radio- 
graphic examination was usually negative. There were 
a leucopenia and a lymphocytopenia. With these vague 
symptoms the inflammatory process in the lungs lasted 
several weeks, with cardiac failure often causing death. 

The above-mentioned symptoms are not conclusive for 


diagnosis of a “‘ post-asphyxial pneumonia, especially 
as during the siege a similar pneumonia was a common 
complication of all illnesses. During 1941-2 a large part 
of the population in Leningrad suffered from alimentary 
dystrophy, as a result of starvation and avitaminosis. 
Out of 87 patients with pneumonia, 83 were suffering 
from alimentary dystrophy. There is a definite 
connexion between this pneumonia and alimentary 
dystrophy, which lowered the patients’ resistance. 
This specific pneumonia developed within the first 4 
days. 

The incidence of pneumonia rises with the severity of 
carbon monoxide poisoning. Out of 198 patients 
severely poisoned, 79 (39-99%) developed pneumonia. 
Out of 58 slightly poisoned patients, pneumonia developed 
in 8 (13-8%) only. These results are irrespective of 
alimentary dystrophy. In severe cases the patient soon 
‘passed into a comatose state, which still more rendered 
him liable to pneumonia. Another important factor 
was the poor nursing in hospitals—unavoidable under 
conditions of siege. 

The treatment in severe cases of poisoning consisted 
of giving oxygen or carbon dioxide, and symptomatic 
treatment.” Sulphonamide therapy gave poor results. 
This was also noted ‘in other diseases during the siege. 

T. Guercken 


191. Rheumatic Pneumonia 

D. W. SELpIN, H. S. KAPLAN, and H. BUNTING. Annals 
of Internal Medicine [Ann. intern. Med.] 26, 496-520, 
April, 1947. 14 figs., 29 refs. 


Rheumatic pneumonia is always a complication of 
active rheumatic heart disease, and never occurs as an 
isolated phenomenon. Clinically, there is nothing to 
distinguish rheumatic pneumonia from pulmonary 
oedema or embolic manifestation, and the diagnosis is 
made almost entirely on the histological appearances of 
the lung. The authors give a very bad prognosis for this 
disease, which appears justified but can be accounted 
for by the limitations of the diagnosis. The clinical 
features are: rapid and dramatic onset, dyspnoea, 
orthopnoea, and cyanosis, dry hacking cough with 
occasional blood-streaked mucoid sputum, fever, and 
surprisingly few clinical signs. Leucocytosis (10,000 to 
14,000 per c.mm.) was present in every case, and each 
showed some degree of heart failure. F. P. Lee Lander 


192. Bronchial Spasm in Cardiac Asthma 
M. Prorz. Annals of Internal Medicine [Ann. intern. 
Med.) 26, 521-525, April, 1947. 1 fig., 4 refs. 


The author points out that in patients without basal 
rales, in whom wheezing expiration is present, marked 
response to adrenaline is the rule. Later, when these 
cases have passed into a state of frank cardiac failure, 
the response to adrenaline is lost. 

[The alternative explanation—that these were cases of 
bronchial asthma which, as the result of the respiratory 
embarrassment, have passed into cardiac failure—has 
not been presented. The title of this article should be: 
** Bronchial Asthma in Cases of Cardiac Disease ’’.] 

F. P. Lee Lander 
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193. A Clinical Study of Pneumonia. (K ynuHuKe 
TIH€BMOHHH) 

G. A. GELFER. Meguunua [Klin. Med., 
Mosk.] 25, No. 8, 47-54, 1947. 8 refs. 


A new classification of pneumonia is desirable. Two 
forms have been recognized—lobar pneumonia and 
bronchopneumonia—differing anatomically, clinically, 
and aetiologically, 96% of lobar pneumonia being caused 
by the pneumococcus and 4% by Friedlander’s bacillus, 
haemolytic streptococci, Haemophilus influenzae, and 
other organisms. It is considered by some that the 
disease is of an allergic nature, the patient having been 
first sensitized by certain specific and non-specific factors. 
It is agreed that bronchopneumonia is due to a mixed 
infection with Pneumoccocus Type 4, Micrococcus 
catarrhalis, Staphylococcus, and so forth. The two 
diseases have a distinct clinical picture, but diagnosis is 
often difficult. This is especially true of influenzal 
pneumonia, which is now considered to be a disease 
entity. It may also be called rheumatic pneumonia, 
malarial pneumonia, pneumonia of the wounded, or 
atypical pneumonia. It is found four times more often 
than the typical pneumococcal pneumonia. Till very 
recently it was diagnosed as pneumonia or influenza, 
according to the severity of the disease. 

Cohen in 1944 described the following symptoms of 
this type of pneumonia. There is a sudden onset with 
short incubation period, severe headache, and raised 
temperature, with occasional rigors. The febrile state 
lasts 4 to 5 days. In all cases there is’ a well-marked 
cyanosis and comparative absence of physical signs, 
though radiologically a well-marked infiltration of the 
lung is always demonstrable. In most cases the condition 
is sulphonamide-resistant. There is a slight leucocytosis, 
only in very severe cases reaching 30,000 leucocytes per 
c.mm. Analysis of sputum showed H. influenzae (16%), 
or a pneumococcus which was not agglutinated by pneu- 
mococcal serum Types I, II, and III. Radiologically, 
a hazy shadow was seen starting at ‘the hilum and 
spreading peripherally; this infiltration appeared during 
the first 3 days, reached its maximum in 4 to 6 days, 
and resolved in 10 to 20 days. Pathologically, the 
interstitial tissues were affected at first, and in severe 
cases the alveoli as well. 

In 1944 a mass observation was carried out on 1,458 
patients suspected of typhus. This indirectly played an 
important part in detecting early cases of pneumonia 
(413 in men). These cases were divided into three classes: 
(1) 135 (32-7) with a typical lobar pneumonia; (II) 124 
(30%) with bronchopneumonia; (IID 154 (37%) with 
atypical pneumonia. Two-thirds of the patients were 
between the ages of 15 and 40, and the condition was 
found to be most severe between 15 and 20. Mortality 
was nil, Diagnosis was based on physical and radio- 
logical examination. 

Atypical pneumonia was also described by Bowen and 
Scadding, and named virus pneumonia. These workers 
described its occurrence during an epidemic of influenza 
and considered it to be a post-influenzal complication, 
while the Soviet workers considered it to be of seasonal 
incidence and therefore of more frequent occurrence, 
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though not affecting a large number. Aetiologi 
this virus pneumonia is closely connected with seaso 
influenza. Pneumonia of Classes I and II was treateg 
with sulphonamides, Class III symptomatically, 
mass radiography of all febrile patients a great number 
of atypical and symptomless cases of pneumonia haye 
been diagnosed. This early diagnosis is most importan; 
in prevention of post-pneumonic complications, such as 
bronchiectasis and lung abscess. The Soviet workers 
consider that if all febrile patients were examined 
radiologically and clinically as many as 28-3% would be 
found to be suffering from pneumonia. In one-third 
of cases pneumonia is so atypical that general practitioners 
are unable to diagnose it. T. Guercken 


194. Cupola Tumours. [In English] 
S. G. SJ6BERG. Acta Medica Scandinavica [Acta med, 
scand.| 128, 138-150, 1947. 4 figs., 18 refs. 


The term “superior pulmonary sulcus tumour” 
(Pancoast) is stated to be unwieldy and to refer to a little. 
used anatomical term; as an alternative cupola tumour” 
is suggested, referring to the cupola pleurae. [In Britain 
the term “ cupola ”’ is more often used of the diaphragm 
and the suggested nomenclature would be misleading] 
Five cases are reported, all left-sided: bronchial carcinoma 
of squamous-cell type (1); pleural endothelioma (1); 
lymphogranulomatosis maligna (Sternberg-Hodgkin) 
with pulmonary tuberculosis (1); bronchial adeno- 
carcinoma (2), one of which was complicated by pul- 
monary tuberculosis. All patients suffered from brachial 
neuritic pain, Horner’s syndrome, hyperaesthesia, and 
hyperalgesia. Four had muscular atrophy, 3 anhidrosis 
and hyperthermia, and 2 recurrent laryngeal and phrenic 
nerve paralysis. In 2 there was a palpable tumour and in 
1 radiography showed bone lesions. All the patients 
died. Radiographs revealed shadows at the lung apex 
in 4 cases. In 1 no apical abnormality was found, but 
paralysis of the left side of the diaphragm was present 
with Horner’s syndrome and left: recurrent laryngeal 
paralysis. At necropsy in this case the pleura was normal 
except for a narrow adhesion at the left apex. Above 
the pleura under the left clavicle was a homogeneous 
tumour between the trachea and oesophagus, invading 
their outer walls and interpreted histologically as a 
poorly differentiated adenocarcinoma originating in a 
bronchus and invading the mediastinum. The pleural 
adhesion is not reported to have been sectioned but no 
primary tumour was found. Pancoast’s suggestion that 
such a tumour may originate in a branchial rest is rejected 
because of the weight of opinion against such a theory. 
It is stressed that in Pancoast’s syndrome radiography 
may show no abnormality, and that in persistent brachial 
neuralgia examination for Horner’s syndrome and 
radiological abnormality of lungs is wise. 


W. A. Bourne 


195. Liver Blood Flow in Pregnancy—Hepatic Vein 
Catheterization / 

E. W. MUNNELL and H. C. Taytor. Journal of Clinical 
Investigation [J. clin. Invest.] 26, 952-956, Sept., 1947. 
4 refs. 


| 
196. 
Gas 
ente 
| 4fi 
7 
juic 
Co 
“ n 
wa 
ave 
tio 
an 
be 
Th 
of 
wi 
fre 
sh 
| all 
of 
to 
pé 
al 
pi 
hi 
ac 
0 
F 


Digestive 
STOMACH 


196. The Effect of Radiation Therapy on the Nocturnal 
Gastric Secretion in Patients with Duodenal Ulcer 

E. Levin, A. HAMANN, and W. L. PALMER. Gastro- 
enterology [Gastroenterology] 8, 565-574, May, 1947. 
4figs., 18 refs. 


The authors studied the nocturnal secretion of gastric 
juice in 28 patients with uncomplicated duodenal ulcer. 
Continuous suction of juice was used in all cases, and the 
“normal ”’’ fasting secretion for the 12 hours at night 
was found to vary between 550 ml. and 1,750 ml.; the 
average free acidity was 62 clinical units. Night secre- 
tion was then studied in 9 patients during x-ray treatment 
and in 15 after treatment, a depth dose of 1,350 to 1,710 r 
being given to the stomach daily for 10 to 14 days. 
The average nocturnal gastric juice during this period 
of treatment showed only a slight reduction in volume, 
while the average free acidity rose. Tests carried out 
from 14 to 150 days after the end of treatment, however, 
showed a reduction in volume of secretion by night in 
all but 1 of 14 patients examined. The average fall was 
of the order of 40 to 50%, but it had no direct relation 
to the length of time after treatment. In all of these 
patients there was a marked reduction’ in free acidity, 
amounting in 13 of the 15 to complete anacidity. Com- 
parable findings are reported for the response to 
histamine; in some cases, after giving histamine, 
achlorhydria persisted for months. 

[This paper lays proper emphasis on the importance 
of nocturnal secretion of gastric juice in peptic ulcer, and 
suggests that deep x-ray treatment may play a useful 
part in controlling this and so in assisting healing. 
Further studies of the duration of the effects produced 
will be of interest.] Thomas Hunt 


197. Gastric Acidity Before and After Development of 
Carcinoma of the Stomach 

M. W. Comrort, M. P. Ketsey, and J. BERKSON. Journal 
of the National Cancer Institute [J. nat. Cancer Inst.) 7, 
367-373, April, 1947. 2 figs., 32 refs. 


Of 1,347 patients examined at the Mayo Clinic before 
the diagnosis of gastric carcinoma was made, 277 (203 
males and 74 females) had had at least one gastric analysis 
at least 2 years before. Of these patients 186 also had a 
gastric analysis at the time of the diagnosis, the analysis 
being uncomplicated by operative procedures. At the 
time of the first test meal the age of the patients averaged 
48-5 years, but the individual ages ranged from the 
second to the eighth decade. The mean interval between 
the initial gastric analysis and the diagnosis of cancer was 
11-2 years, the maximum interval being 39 years. The 
mean interval was the same for achlorhydric patients as 


Disorders 


for patients with free acid at the first examination. 
Certain diagnoses at the time of first examination were 
made more often in the cancerous than in the other 
patients of the clinic—for example, pernicious anaemia 
was diagnosed in 23 of the total of 277 patients (8°%) 
(general incidence in the clinic 0-2%%); duodenal ulcer was 
diagnosed in 11% (as against 3% in the general clinic 
population); and gastric ulcer in 12% (0-2% in the 
general clinic population); the incidence of these three 
diseases in patients of the clinic subsequently developing 
gastric cancer was not determined. 

Of the 277 whose stomach contents were analysed at 
least 2 years before cancer was diagnosed, 127 (45-8°%) 
were achlorhydric and 150 (54-2%) had free acid. The 
incidence of anacidity was 24% greater than would be 
expected in normal persons of the same sex and age. 
The percentage of achlorhydria in the pre-cancerous was 
greater in each decade than in normal persons, the peak 
being reached in the fifth decade (as compared with the 
seventh decade in normal persons). The gastric defect 
underlying achlorhydria seemed to occur oftener in each 
decade and to reach its peak incidence earlier in the 
pre-cancerous patients. The percentage of achlorhydria 
seemed to increase and the mean free acidity to decrease 
as the cancer time approached, but the rate of decrease 
in secretory activity (if present) was not greater than in 
normal subjects. Of patients initially achlorhydric, 95% 
were still achlorhydric wien cancer was diagnosed: of 


- the patients initially showing free acid, 42-:3%. were 


achlorhydric when cancer was diagnosed. At the time 
of diagnosis the percentage of achlorhydria had increased 
from the initial 45-8 to 68-8%. 

Three possible explanations of the depressed gastric 
acidity at the initial examination and at the time of 
diagnosis of cancer are discussed—namely, (1) congenital 
deficiency of the secretory mechanism, (2) abnormal 
vulnerability of the gastric mucosa, and (3) destruction 
of acid-secreting cells by chronic atrophic gastritis. 
Evidence for (1) is unconvincing, since the gastric 
mucosa may be immature up to the second decade; 
(2) has not been disproved, but (3) is the most likely and 
the evidence for it is discussed in detail. 

Raymond Whitehead 


198. 
Ulcer 
A. W. Kay, L. D. W. Scott, and W. E. Smita. Glasgow 
Medical Journal [Glasg. med. J.| 28, 145-148, June, 
1947. 1 fig., 6 refs. 


** Benadryl” (diethyl aminoethylbenzhydryl ether 
hydrochloride) has been used in a small number of cases 
of duodenal ulcer, and the effect noted on gastric motility, 
hydrochloric acid levels, and clinical symptoms. The 
results are essentially negative-—[Authors’ summary. ] 


Observations on the Use of Benadryl in Duodenal 
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199. An Assay Method for Anti-ulcer Substances ~ 

F. Pauts, A. N. Wick, and E. M. MacKay. Gastro- 
enterology [Gastroenterology] 8, 774-782, June, 1947: 
1 fig., 7 refs. 


200. An Evaluation of the Antacid Activity of Protein 
Hydrolysate Using Graduated Doses in the Human 
Stomach 

A. X. Rossien. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 14, 205-207, June, 1947. 9 refs. 


Fifty-six subjects of dyspepsia from various causes were 
divided into eight groups of 7. In every case stomach 
contents removed an hour after a modified Ewald meal 
were analysed. On a second occasion a fractional test 
meal was carried out after the ingestion of protein hydro- 
lysate solution. Every patient of one group received 
15g. This was increased by 5 g. for each member of the 
succeeding groups so that in the eighth group the subjects 
received 50 g. 

At 15 minutes, with one exception, the free acid fell to 
zero. Over a third of the patients had free acid at the 
end of an hour and some showed a higher amount than 
at this interval after the Ewald meal. From this time 
onwards the antacid effect fell rapidly and a tendency for 
acidity to rise above pre-test level was noted. The total 
acidity fell as the free acidity rose. The optimum dose 
is probably in the region of 40 g. It appears that 
frequent administration (hourly) is necessary to obtain a 
prolonged antacid effect. A. H. Douthwaite 
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201. New Data on Idiopathic Steatorrhoea. (Don- 
nées nouvelles sur les stéatorrhées idiopathiques) 

L. BRULL. Acta Clinica Belgica [Acta clin. belg.| 2, 
205-211, May-June, 1947. 6 refs. 


The author describes 2 new cases of idiopathic steator- 
rhoea on which full routine biochemical investigations 
were carried out. The first patient had achlorhydria, 
and bile salts were not found in the duodenal juice, 
though pancreatic secretions were present in normal 
amounts. The second case showed a megaloblastic 
anaemia and marked hypocalcaemia (calcium 4-7 and 
4-3 mg. per 100 ml., with phosphorus 2 mg. per 100 ml.; 
plasma proteins 5-7 g. per 100 ml.) but notetany. Basing 
his views on the 9 cases he has described, the author 
believes that steatorrhoea, whether idiopathic, pancreatic, 
or of other origin, results in a uniform clinical picture, 
the features of which, with the exception of the anaemia, 
may all be traced to the malabsorption of fat and fat- 
soluble substances. Treatment should be based on a 
low-fat, high-protein diet, supplemented by calcium and 
vitamin D. He recommends specific treatment with iron, 
liver, or folic acid for anaemia. 

{Liver or folic acid often appears to have an effect in 
sprue independent of any improvement in fat absorption 
or in the blood picture, and one of these drugs is usually 
given as the basic treatment in non-pancreatogenous 
steatorrhoea.] L. P. R. Fourman 
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202. Epidemic Diarrhoea and Vomiting 204. 
E. R. HARGREAVES. British Medical Journal (Brit. meg § R. ! 
J.] 1, 720-722, May 24, 1947. 7 refs. ; Ann 

The general features of two outbreaks of epidemic 3 
diarrhoea and vomiting at County Institutions in Com. T 
wall are described. These outbreaks were part of q acid 
widespread epidemic among adults in the area and jp. rem 
volved 60 people. The first occurred in May to June acct 
and the second in December, 1946. The incubation mor 
period was thought to be about 72 hours, and the bas 
evidence pointed to the disease being airborne with g * fu 
portal of entry in the upper respiratory or gastro-intesting| dise 
tract. The organism was probably a virus. Features loss 
of these epidemics are contrasted in a table with those ip and 
six similar specimens reported between 1939 and 1945, typ 
During 1946, in spite of the widespread epidemic in the of ! 
area, the mortality from diarrhoea and vomiting ip tol 
infants was the lowest on record for many years, and itis she 
probable that the aetiological organism in epidemic tio 
diarrhoea and vomiting of infants is different from that a 


causing these outbreaks. Alan Kekwick 


203. Causes and Management of Anemia Associated with 
Chronic Ulcerative Colitis 
H. M. M. BLock, and W. H. BAcuracs, 


med. Ass.] 134, 341-347, May 24, 1947. 12 figs., 11 refs, 


The blood counts of 109 patients with ulcerative 
colitis were studied in relation to the remaining findings, 
The degree of anaernia runs parallel with the loss in weight 
and is also related, though less definitely, to the extent of 
anatomical involvement. There is no definite relation 
to the duration of the disease, and, as might be expected, 
the haemoglobin level is higher during remissions and 
improves with treatment. The plasma-protein level 
tends to fall with the haemoglobin. Of the 71 patients 
with anaemia, 58 had a microcytic and 13 a normocytic 
anaemia. No patient had a macrocytic anaemia. The 
authors give the conventional explanation of the three 
types. The microcytic is due to malabsorption of iron 
or haemorrhage, the normocytic to toxic depression of 
the bone marrow, and the macrocytic to failure of absorp- 
tion of the maturation factor. The importance of 
toxaemia in causing anaemia is shown by the fever and 
leucocytosis in more than half the patients with anaemia 
and in less than one-fifth of those without. In 10 of the 
13 patients with normocytic anaemia, there were high 
temperatures ranging up to 104° F. (40° C.). There are 
no statistics of the effect of treatment, but transfusions 
are recommended in normocytic anaemia. 

[The various correlations given by the authors cannot 
be checked, since the way in which the data are presented 
makes it impossible to say, for example, whether anaemia 
increases with the extent of the anatomical involvement 
of the colon because of the greater bleeding surface or 
because more extensive involvement of the colon is 
associated with more severe disease. The paper illu- 
strates how inadequate statistical treatment lessens the 
value of this type of research.] Denys Jennings 
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204. The Use of Folic Acid in Sprue 

R. M. SuArEz, T. D. Spies, and R. M. SuArez, Jnr. 
of Internal Medicine [Ann. intern. Med.] 26, 

643-677, May, 1947. 15 figs., 15 refs. 


This is not only a demonstration of the value of folic 
acid in sprue and of its superiority over all other known 
remedies, including liver, but also a full and authoritative 
account of the diagnosis, pathology, clinical aspects, 
morbid anatomy, and treatment of that disease. It is 
based on a detailed study of 50 patients, including 22 
“full-blown” cases. The main clinical features of the 
disease are given as general weakness, diarrhoea, glossitis, 
joss of weight, premature ageing, abdominal distension, 
and pronounced anaemia of macrocytic hyperchromic 
type. There is often steatorrhoea, with predominance 
of fatty acids and soaps in the stools. The flat glucose- 
tolerance curve is very characteristic. Gastric analysis 
shows hypochlorhydria or achlorhydria. X-ray examina- 
tion nearly always reveals a “ deficiency’ pattern or 
“moulage”’ sign in the small intestine. The stools 
show parasitic infestation in about half of all cases. 
The morbid anatomy (not based on the present series 
but on 16 necropsies from another report) includes 
atrophy of the heart, liver, and spleen, pallor of most 
internal organs, and wasting of the alimentary mucosa. 
In 5 cases where the spinal cord was examined there was 
no combined degeneration. 

The authors treated their patients with a preliminary 
course of 50 mg. of folic acid daily, coupled at first with 
a low-protein diet which was known to be inadequate 
but which was clinically appropriate. When general 
improvement was obvious, usually after a few days, the 
dosage was reduced to 20 mg. daily and soon afterwards 
to 10 mg. daily with an ‘* adequate ” diet rich in protein 
but low in fat and carbohydrate. The optimum daily 
dose for the treatment of sprue lies between 10 and 20 mg. 
together with a diet adequate in animal protein and 
vitamins. The maintenance dose for persons recovered 
from sprue is probably 2 to 5 mg. daily, or more if the 
diet is deficient in animal protein and high in carbohydrate 
and fat. G. F. Walker 


205. Influence of Folic Acid on Symptoms of Coeliac 


Disease and especially on Fat Absorption. (De invioed 
van foliumzuur op de verschijnselen van coeliakie, in het 
bijzonder op de vetresorptie) 

W. H. H. TeGeLaers and H. A. Weyers. Maandschrift 
woor Kindergeneeskunde [Mschr. Kindergeneesk.] 15, 
107-120, March, 1947. 23 refs. 


Reports of a favourable action of folic acid in sprue 
and particularly of its beneficial influence on the intestinal 
symptoms, together with the fact that similar symptoms, 
such as diarrhoea and steatorrhoea, constitute the main 
features of coeliac disease, led the authors to investigate 
the effect of this drug on the latter affection. Seven 
children with coeliac disease were treated with a daily 
dose of 10 mg. of folic acid by mouth. Ina few cases a 
dose of 5 mg. was tried but proved inadequate and had 
to be increased subsequently. The length of treatment 
averaged 30 days, with wide individual variations, some- 


times due to intercurrent mumps temporarily upsetting 
the progressive improvement. Four children were on a 
high-protein diet before and during the folic acid ad- 
ministration; 3 of them were on ordinary diet; several 
received in addition 30 g. of yeast daily. The amount _ 
of fat ingested and excreted was determined during a 
period of control commencing several weeks before the 
treatment as well as during the whole course of it. The 
degree of fat absorption was expressed as a percentage 
of the intake. Owing to wide daily variations of the 
relative amounts of fat absorbed only mean daily 
percentages, calculated over the whole period of control 
and of treatment, were considered representative. A 
comparison of values shows a definite improvement of 
the steatorrhoea. Before the treatment the amount of | 
fat absorbed ranged between 50 and 82-7%; after the 
treatment the lowest value was 75% and the highest 
87:7%, the average being 80%. Although the normal 
value for intestinal fat absorption is 95%, the improve- 
ment obtained is quite appreciable, since in many 
clinically healthy children the value ranges between 
80 and 90%. The wide daily oscillations of fat absorp- 
tion tended to diminish with treatment. A considerable 
improvement in the general condition and an increase 
in weight were noted in all children. In 6 cases the blood 
picture remained unchanged; in 1 case the number of 
reticulocytes rose to 50 per 1,000 in 7 days. A. Lilker 


206. Right-sided (Regional) Colitis 

B. B. Croun, J. H. GARLOocK, and H. YARNIS. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
134, 334-338, May 24, 1947. 5 refs. 


Ulcerative colitis without primary involvement of the 
lower sigmoid and rectum is a definite clinical entity 
which, owing to its comparative infrequency, has 
attracted little attention. The present study is based on 
77 cases found in a much larger [number unspecified] 
series of cases of ulcerative colitis seen during the last 
18 years. It is the largest group hitherto studied by a 
single team of authors. Of the 77 cases only 22 were 
strictly right-sided; 16 were “ regional”’’ and involved 
the transverse and descending colon, and 39 were diffuse, 
the whole colon from caecum to sigmoid being involved. 
[It is presumed that these last 39 cases were included 
because they began as regional colitis.] In 33 of the 
77 cases the terminal ileum was affected and the con- 
dition was correspondingly more serious. The chief 
clinical feature of regional colitis is that the constitu- 
tional symptoms (fever, joint manifestations, occasional — 
ocular complications, and involvement of the heart 
valves) tend to be prominent, while the diarrhoea, the 
urgency, the straining, and the bloody stools are less 
pronounced. As regards treatment, surgery was recom- 
mended in this series because of the technical ease of 
short-circuiting the diseased area and because of the 
possibility that delay would lead to the whole colon 
becoming involved. Fifty-eight patients agreed to 
operation; 12 of these died post-operatively, 43 were 
“cured ”’ [length of follow-up not stated], and in 3 the 
disease spread to the rectum despite operation. Nine- 
teen patients refused surgery and of these 12 were 


i 
| 
demic | 
Of a | 
nd in. | 
June | | 
bation 
d the 
vith a 
tinal 
atures 
Ose in 
1945, 
in the 
ng in 
d it is 
Jemic 
1 that 
ick 
| with 
.ACH, 
Amer, 
‘Tefs, 
‘ative 
lings, 
eight 
nt of 
ation 
cted, 
and 
level 
ients 
The 
‘hree 
iron 
Orp- 
> of 
and 
>mia 
the 
high 
are 
ions 
not 
nted 
mia 
nent 
> or 
1 is | 
illu- | 
the 


64 


“cured’’. Impressed by these 19 cases, the authors 
have decided in future to try medical treatment first where 
the disease is mild. 

[This is an important paper and it is a pity that, owing 
to the way in which the data are presented and the absence 
of protocols of individual cases, it is impossible to form 
a clear conception of the course of the disease.] 

Denys Jennings 


207. Oral Administration of Penicillin in Chronic 
Ulcerative Colitis. A Clinical, Chemical and Bacterio- 
logic Evaluation 
M. H. SrreicuHer. Journal of the American Medical 
Association [J. Amer. med. Ass.] 134, 339-341, May 24, 
1947. 13 refs. 


Penicillin was administered orally to 49 patients with 
ulcerative colitis in doses ranging from 100,000 to 300,000 
units daily. The patients were kept in hospital for 
2 weeks and the penicillin in the blood, urine, and stools 
was determined daily. Blood levels ranged from 0-1 
to 0-4 units per ml., urine levels from 0-4 to 100 units 
per ml., and stool levels from 0-4 to 80 units per gramme. 
The bacterial counts of the faeces after penicillin ad- 
ministration showed a decrease in streptococci and 
staphylococci and an increase in Bacterium coli. 
Abdominal cramps lessened, the number of evacuations 
was reduced, and the stools became formed but not 
‘odourless. When 3 g. of phthalylsulpathiazole daily 
was given in addition to the penicillin the B. co/i count 
also fell; the stools changed to a lighter colour and lost 
their offensive odour. 

[It is a pity that the therapeutic experiment was not 
adequately controlled by withholding penicillin from 
alternate cases. Fourteen days seems too short a period 
to exclude the possibility that much of the improvement 
was due to rest in bed and diet, and that relapse would 
occur soon after discharge.] Denys Jennings 


LIVER; PANCREAS 


208. Primary Carcinoma of the Liver; A Study of 
Thirty-One Cases 

R. M. Hoyne and J. W. KERNOHAN. Archives of 
Internal Medicine [Arch. intern. Med.] 79, 532-554, 
May, 1947. 6 figs., 57 refs. 


Primary carcinoma of the liver is a rare disease except 
in Asiatic and African races, where its occurrence is 
probably related to the high incidence of cirrhosis of the 
liver from parasitic infections and dietary deficiencies. 
It is a disorder of older persons and has no character- 
istic symptoms or signs, so that the diagnosis is seldom 
made before death. Most of these tumours arise from 
the liver cells and may be called “‘ hepatomata’’; some, 
however, come from bile ductules and are “ cholangi- 
omata”’. Early vascular involvement is the rule, and 
large tumour masses filling the inferior vena cava or even 
the right auricle may be found. Early surgical resection 
offers the only chance of cure. Christopher Hardwick 


DIGESTIVE DISORDERS 


209. Necrosis of the Liver Induced in a Young Rat by g 


_ Raw Soy Diet. Prophylactic and Curative Effect of 


Cystine and Methionine. (Nécrose hépatique proyo. 
quée chez le jeune rat par un régime a base de soja cru, 
Action preventive et curative de la cystine et de la 
méthionine) 

A. Mater, J. MAter, and O. FRIDENSON. Comptes 
Rendus de la Société de Biologie [C.R. Soc. Biol., Paris) 
141, 165-167, Feb., 1947. 1 ref. 


Young rats were fed on a diet containing soy flour, 
extracted with ether in the cold, as the only source of 
protein. The rats developed haemorrhagic necrosis of 
the liver, which started on about the eighth day, was fully 
developed by the fifteenth, and fatal at about the twenty. 
fifth day of the diet. /-Cystine (0-5%) completely pre. 
vented the development of these lesions, and the animals 
gained weight normally. 

Six rats were fed on the diet for 16 days; they lost 
weight and appetite in the same way as the above series, 
and presumably had developed the same liver lesions, 
On the addition to the diet at the end of this time of 0-3% 
dl-methionine the animals regained appetite and their 
weight rose to normal. Half of these animals were given 
a double dose of the methionine for a further month, 
after which they were killed; post mortem their livers 
were normal. The other 3 animals were continued on 
the diet but the methionine was withdrawn again; they 
lost weight and appetite and finally died. At necropsy 
the necrosis of liver as described above was found. 

H. K. Goadby 


210. Nutritional Liver Disease in West Indian Infants 
J. C. Watrertow. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.| 40, 347-351, May, 1947, 
2 figs., 14 refs. 

The author describes a disease occurring in West 
Indian babies in the second 6 months of life, within 
3 months of weaning, when they are given a diet mainly 
of starchy foods, low in protein and vitamins but with 
a high calorific value; the disease resembles somewhat 
the “ infantile pellagra ’’ of Africa but differs from it in 
that lesions of the skin, hair, and mucosae are seldom 
severe, and sometimes absent. The affection is character- 
ized by vomiting and oedema of hypoproteinic type. 
The author refers to the condition as “* the fatty liver 
disease’ and suggests that it should be regarded as a 
clinical entity. The muscles are wasted and the liver is 
enlarged and shows gross fatty infiltration. In a small 
number of cases tested choline, methionine, and inositol 
were without effect; others have found riboflavin, 
nicotinic acid, and yeast of no value. On the other hand 
the Gillmans obtained a good response with dried 
stomach, and the author noted a striking improvement 
from an increased intake of milk. The cause of the 
condition remains unknown, but the underlying deficiency 
appears related to protein and the vitamin-B, complex. 

Some account is given of the series of changes which, 
in the author’s opinion, take place in the liver. Asympto- 
matic liver enlargement is found in 10% of West Indian 
babies of this age and may be the first stage of the more 
acute disease or it may go on to the cirrhosis of the liver 
common among these children. H. S. Stannus 
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311. Epidural Injection in the Diagnosis and Treatment 
of Jaundice. (Epiduralni injecke v diagnostice a thera- 
A. HoniK. Casopis Léka*tu Ceskjch (Cas. Lék. ces.] 86, 
544-548, May 9, 1947. 


A vicious cycle sets in after injury to various organs; 
in affects the vasomotor centres, thus causing a vascular 
m in and about the affected area, resulting in 
ischaemia, which further increases the pain and so com- 
pletes the cycle. The author believes that such a cycle 
exists also in the case of parenchymatous liver disease, 
and that it can be broken by a block of the autonomic 
nerve supply to the liver, either by an epidural injection 
of procaine or by a laparotomy, which may be supposed 
to cause a transient paralysis of the autonomic nerves 
supplying the splanchnic area. He has attempted to 
block the autonomic nerves to the liver by an epidural 
injection of procaine between D 9 and 10. During the 
introduction of the needle the patient is seated with his 
head bent as far forward as possible and the chin touching 
the sternum. The skin is anaesthetized and the needle 
inserted at the upper border of D 10 at an angle of 45 
degrees to the horizontal, until it meets and breaks the 
resistance of the ligamentum flavum. If no cerebro- 
spinal fluid is flowing out of the needle procaine is slowly 
tjected. After the injection the patient is kept in a 
hor:z-ntal position for half an hour. If no therapeutic 
effect 1s obvious after the first injection, a second one 
is tried 3 to 4 days later. No effect was found from 
procaine injections into other regions (intercostal spaces, 
ganglion stellate, epidural injection at the level of L3, 
paravertebral block, lumbar analgesia). The author 
claims that in 7 cases non-obstructive jaundice subsided 
within 2 weeks, even when it had lasted for several months 
before the treatment. In 4 cases of obstructive jaundice 
no improvement was seen. According to the author 
the result of injection serves to differentiate between 
obstructive and parenchymatous jaundice. Apart from 
the usual routine tests the change is assessed by measuring 
the colour intensity of the serum directly by the Lange 
photoelectric colorimeter without a filter and with a blue 
filter (wave length not stated). The ratio of the values 
of these two readings is usually 2 and is very low in cases 
of toxic hepatitis and carcinoma of the liver. A rise of 
the ratio towards normal values is the first indication of 
improvement after the injection and precedes the fall 
of serum bilirubin. Jan Brod 


212. Alcoholic Cirrhosis ” 

R. S. Botes, R. S. Crew, and W. DunBaR. Journal of 
the American Medical Association [J. Amer. med. Ass.} 
134, 670-673, June 21, 1947. 13 refs. 


This article is written to suggest that the term “‘ alcoholic 
cirrhosis ” is really misleading, because alcohol does not 
produce any special or characteristic type of cirrhosis. 

The authors quote their previous work in 1936, when 
an analysis was made of 4,000 necropsies at Philadelphia 
in which, even at that time, they were of the opinion that 
the term “ alcoholic cirrhosis’? was a misnomer. The 
present analysis is based on a survey of 3,600 necropsies, 
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including 142 cases of portal cirrhosis. This is almost 
the same percentage as in the 1936 series, the incidence of 
cirrhosis being just under 4%. In 64 patients a clinical 
history with regard to alcoholism was available and found 
to be accurate in 50; in the remaining 78 cases it was 
regarded as unreliable. The authors point out that it 
would be unfortunate to give the impression that alcohol 
is blameless in the development of cirrhosis; their figures 
show, in fact, just the contrary. In view, however, of 
the number of cases in which cirrhosis occurs with no 
history of alcohol, the authors still maintain that the 
term “alcoholic cirrhosis’? should be abandoned in 
favour of “ portal cirrhosis ”’ alone. J. W. McNee 


213. Acute Liver Necrosis in Fulminating Infectious 
Hepatitis 

H. E. TAyYLor. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 17, 314-321, April, 1947. 8 figs., 
7 refs. 


Four fatal cases of fulminating liver necrosis in 
infectious hepatitis, homologous serum jaundice and 
arsenotherapy jaundice have been presented. The length 
of illness from onset of symptoms to death was 4 or 5 
days. The essential lesion was an extremely rapid 
diffuse necrosis and disintegration of the parenchymal 
liver cells. No normal cells were found in the many 
blocks examined. There was an associated meningo- 
encephalitis in 2 of the cases.—[Author’s summary.] 


214. Relation Between Structural and Functional Altera- 
tions of the Liver 

H. Popper, M. FRANKLIN, F. STEIGMANN, and D. D. 
Kozo.t. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 32, 318-320, March, 1947. 


215. Hepatic Dwarfism. (Il Nanismo Epatico) 

R. BuLGARELLI and G. Rossi. Policlinico Infantile 
[Policlin. infant.] 15, Suppl., 1-92, Jan., 1947. 11 figs., 
Bibliography. 


216. Disseminated Calcification of the Pancreas: Sub- 
acute and Chronic Pancreatitis 
C. W. Wirts and W. J. SNAPE. 
Medical Sciences [Amer. J. med. Sci.] 213, 290-299, 
March, 1947. 6 figs., 13 refs. 


American Journal of the 


This is an account of an unusual pancreatic disease, 
much less common than the presence of pancreatic calculi 
in the ducts. Only 22 cases of disseminated calcification 
of the pancreas have hitherto been reported in the 
literature; 2 more are added. Twenty were in males and 
4 in females, the average age of the patients being 38-6 
years. The outstanding symptoms were deep-seated 
pain in the abdomen and steatorrhoea. The diagnosis 
is readily made by direct radiological examination, the 
diffuse calcification being well shown. It is considered 
that the disease is the sequel of previous multiple attacks 
of acute or subacute pancreatitis. The authors stress 
that, if this possible diagnosis is borne in mind and the 
condition is looked for radiologically, unnecessary 
operations on the gall-bladder, appendix, or kidney may 
be avoided. J. W. McNee 
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Endocrine Disorders 


217. Hyperostosis Cranialis Interna. The Morgagni and 
Stewart-Morel Syndromes. Examination of Females 
suffering from Diabetes Mellitus and other Endocrine 
Disorders as well as Female Epileptics. [In English] 

J. PEDERSEN. Acta Medica Scandinavica [Acta med. 
scand.| 128, 71-102, 1947, 4 figs., Bibliography. 


This is a careful study of the frequency distribution of 
cranial hyperostosis in 908 female patients; of these, 
140 were epileptics, 283 had various endocrine dis- 
orders (including 144 diabetics), and the remainder 
suffered from head injury but were normal in other 
respects. Two types of cranial hyperostosis were con- 
sidered: hyperostosis frontalis interna (h.f.i.), character- 
ized by nodules and projections on the inner surface 
of the bone; and hyperostosis intertabularis (h.i.t.), in 
which “ the thickening of the bone appears to involve 
the diploé only, the inner table preserving its shape ’’. 
In the normal material (head injuries) the incidence of 
cranial hyperostosis was 5-5% under the age of 40 and 
12% over that age. This is of the same order as the 
incidence found in the larger series of Moore (Surg., 
Gynec. Obstet., 1935, 61, 335). In the endocrine 
material, including diabetics, the incidence was higher, 
being 11 and 27% in the two age groups. In the diabetic 
group the incidence of cranial hyperostosis below the 
age of 40 was the same as in the normal material, but 
above the age of 40 hyperostosis was twice as frequent in 
diabetics. In the epileptic group the incidence in patients 
below 40 was similar to that in the normal material, but 
above 40 years of age hyperostoses were commoner than 
in normal people; only | patient in this group showed 
the Stewart-Morel syndrome (h.f.i. with adiposity and 
neuropsychiatric disturbance). The author considers 
that the Stewart-Morel syndrome is not established, and 
regards it as the chance appearance of the Morgagni 
syndrome (vide infra) in neuropsychiatric patients. In 
the total material, h.f.i. and h.i.t. were equally common. 

The author has investigated the relation of cranial 
hyperostosis to clinical symptoms, especially adiposity 
and hirsuties. In the diabetics hyperostosis was com- 
monly associated with late onset of the disease, adiposity, 
and insulin-resistance. The author concludes that 
hyperostoses help to differentiate a special variety of 
diabetes, diabéte gras. Androgen and 17-ketosteroid 
excretion in the urine of the diabetics was not related 
to the presence of hyperostosis. 

The author considers whether hyperostosis, adiposity, 
and hypertrichosis make up a triad, and whether the 
combination is of any clinical significance. The analysis 
was carried out on the mixed endocrine material, after 
excluding patients below. the age of 30; the number of 
patients left was 177. It was found that this triad (the 
Morgagni syndrome) was in fact commoner than would 
be expected to arise by chance from the frequency of the 
separate members of the triad. On the other hand, 
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demonstrated in the cell lipid values. 


hyperostosis was separately associated both with agj. 
posity and with hypertrichosis, and this double correlation 
was enough in itself to account for the incidence of 
Morgagni’s syndrome, which is therefore discounted gs 
an important clinical entity. [This part of the argumen 
is difficult to follow in the original paper, but the claim 
seems to be that the triad can be resolved into two pain 
of associated symptoms, with hyperostosis as a common 
member. One wonders how many of the classical triads 
of clinical medicine would survive this form of statistical 
treatment.] 

In conclusion the author discounts the clinical import. 
ance of both types of cranial hyperostosis, except as an 
additional sign of endocrine dysfunction. ‘“* The skulj 
appears to be a very sensitive organ for recording changes 
of a presumed endocrine nature.” 

[In spite of the negative conclusion, this paper is of 
considerable interest as an objective account of a com. 
mon and definite cranial lesion which receives scanty 
attention in textbooks.] D. A. K. Black 


218. Distribution of Cholesterol, Cholesterol Esters and 
Phospholipid Phosphorus in Blood in Thyroid Disease 

F. F. Foips and A. J. Murpuy. Proceedings of the 
Society for Experimental Biology and Medicine [Proc, 
Soc. exp. Biol., N. Y.] 62, 218-223, June, 1946. 20 refs, 


The plasma cholesterol, plasma cholesterol ester, and 
plasma phospholipid phosphorus were all found to be 


significantly increased in hypothyroid conditions. 
The lipid ratios are also altered. The plasma 
cholesterol ester/total cholesterol ratio and the plasma 
cholesterol/plasma phospholipid phosphorus ratio were 
significantly increased. The cell cholesterol/plasma 
cholesterol and the cell phospholipid phosphorus/plasma 
phospholipid phosphorus ratios were decreased. These 
values returned to normal with adequate treatment. 
The changes in hyperthyroidism were inconstant, the 
plasma phospholipid phosphorus being the only con- 
stituent which showed a significant decrease. In both 
hypo- and hyper-thyroidism no significant change was 
E. F. Scowen 


219. Persistence of Remissions of Thyrotoxicosis after 
Cessation of Thiouracil Therapy 

R. H. Wirwiams, S. P. Asper, W. F. Rocers, J. D. 
Myers, and C. W. Lioyp. New England Journal of 
Medicine [New Engl. J. Med.| 236, 737-741, May 15, 
1947. 2 figs., 15 refs. 


The authors discuss the results of discontinuing 
thiouracil therapy in 111 cases of thyrotoxicosis. Their 
preference is for 6-propylthiouracil, and they advocate 
the use of this drug, either alone or combined with radio- 
active iodine, for the treatment of cases of mild thyro- 
toxicosis, particularly in females with small goitres. 
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Patients with large nodular goitres and those with 
pronounced compression of the trachea or oesophagus 
require thyroidectomy. In 47 of the 111 patients given 
thiouracil or one of its derivatives there was no evidence 
of reappearance of symptoms, although they had 
received no treatment for periods of from 3 to 31 months. 
In 4 patients there was remission of symptoms for periods 
of from 5 to 13 months after a second course of thiouracil. 
Most of the patients who relapsed did so within a few 
months of cessation of treatment, 88% of the relapses 
occurring within the first 5 months after treatment was 
stopped. 
Continuous thiouracil therapy for 9 to 15 months is 
advocated. Patients who continue to require more than 
50 mg. of the drug daily, those with thyroid glands that 
enlarge even though no hypothyroidism exists, those 
with increasing manifestations of malignant exoph- 
thalmos, and those with a loud bruit over the thyroid 
gland usually need to be treated for longer periods. 
Neither nodularity of the goitre nor pregnancy is a 
contraindication to prolonged thiouracil therapy. 
Geoffrey McComas 


220. Effect of Short-Wave Application to the Pituitary 
and Hypothalamus on the Vegetative Functions in Man. 
(Die Wirkung der Kurzwellenbesendung des Hypo- 
physenzwischenhirns auf die vegetativen Funktionen 
beim Menschen) 

E. Horten. Klinische Wochenschrift (Klin. Wschr.] 
24-25, 392-396, April 1, 1947. 2 figs., 42 refs. 


The author used an ultra-thermal short-wave Siemens 
apparatus, with a high frequency power of 400 watts 
and 6-metre wavelength. The effect of a 30-minute 
thermal irradiation of the hypophysis with soft rubber 
electrodes on the basal metabolic rate, haemocytology, 
blood pressure, sedimentation rate, blood sugar, respira- 
tion rate, pulse rate, and body temperature has been 
examined in some 20, mostly normal, subjects. Changes 
were minimal and ambiguous. When distant electrodes 
were used a spontaneous diuresis was obtained in 20 out 
of 23 experiments on 22 fasting subjects. When 800 ml. 
of water was drunk within 5 to 10 minutes, short-wave 
irradiation immediately afterwards induced a polyphasic 
diuresis in 11 out of 12 experiments, involving both water 
and salt. Cc. C. N. Vass 


221. Transplantation of Pituitary Gland from a Cadaver 
in Simmonds’s Disease. (Transplantation de Il’hypo- 
physe de cadavre dans le cas de maladie de Simmonds) 
E. KuBanyi. Lyon Chirurgical [Lyon chir.] 42, 265-273, 
May-June, 1947. 5 figs., 20 refs. 


This article records 4 cases in each, of which the pitui- 
tary gland from a human. cadaver was transplanted into 
the sheath of one of the internal carotid arteries of a 
patient suffering from Simmonds’s disease (pituitary 
cachexia). The literature bearing on the nervous 
connexions of the hypophysis is reviewed, and it is con- 
cluded that sympathetic fibres go to the pituitary through 
the cervical sympathetic and superior cervical ganglion. 
Experimental work on the rat by Szentagotai showed 
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that fibres from the stump of the divided cervical sym- 


pathetic grew out along the vessels in the region of a 
pituitary gland transplanted to its neighbourhood; the 
author therefore considered it feasible to transplant a 
human hypophysis into the sheath of the internal carotid 
artery of a patient suffering from hypophyseal cachexia, 
for there would be a good blood supply and the possibility 
of re-establishing nervous connexions. The very tempo- 
rary nature of the benefit resulting from the transplanta- 
tion of the pituitary of a calf into a patient’s subcutaneous 
tissue, muscles, or omentum induced him to choose a 
human pituitary which he obtained from the body of a 
person who had died as the result of an accident. 

The pituitary gland was removed from the body 
within 2 hours of death. The removal was performed 
under strict aseptic conditions in the operating theatre in 
the presence of a morbid anatomist and a medico-legal 
expert. The gland was then immediately implanted 
into the internal carotid sheath of the patient, who-was 
waiting in the same theatre on another table. All the 
patients were women. Their ages were 41, 17, 19, and 
19 respectively. All four showed rapid improvement 


‘and gained weight after the operation. Two died within 


a year of tuberculosis but no necropsy was obtained. 
The other 2 remained well 5 years later. [No details of the 
technique of implantation are given.] Zachary Cope 


222. The Adrenal of the Newborn 
M. McNett. Ulster Medical Journal [Ulster med. 
16, 41-45, May, 1947. 4 figs., 12 refs. 


The involutionary changes occurring in the adrenal 
cortex during the neonatal period were studied in 160 
infants. There were 19 stillbirths in the series. The 
adrenals in the majority showed congestion of the X-zone 
(inner or androgenic zone of the cortex) with a few 
degenerative changes in individual cells. A few showed 
commencing growth of the zona fasciculata. In the 
28 infants who died within 24 hours of birth the histo- 
logical appearances resembled those in the previous 
group, though there was much individual variation. 
Thirty-eight infants died between the second and seventh 
days. Cortical changes were seen to be proceeding with 
rapidity and by the seventh day the zona fasciculata was 
well developed in most cases, while degenerative changes 
involved the entire X-zone with the exception of a narrow 
peripheral band. In the 34 infants of the 8- to 14-day- 
old group, about half had an X-zone represented by a 
connective-tissue network containing degenerating cells. 
In general, the changes were progressive throughout this 
group, and also in the next group of 16 infants of from 
15 to 28 days old. The final group of infants who died 
between the ages of 1 and 3 months showed individual 
variations. Two infants still had a definite X-zone, 
while in others there was a more adult configuration of 
the gland. 

Prematurity in these cases had had no effect on the 
involuntary process, nor were there any changes in the 
5 syphilitic infants. Five infants also had major cardiac 
abnormalities. Here, again there had been no obvious 
effect on involution. Another 5 infants were anen- 
cephalic; in only one of these was there evidence that 
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involution had begun before birth, and the duration in 
this case had probably not exceeded 8 days. Thus the 
theory that involution occurs in the second half of 
pregnancy and produces an adult adrenal gland at birth 
in the anencephalic monster is not borne out in this 
series. R. B. Lucas 


223. A Study of the Metabolism in Addison’s Disease. 
II. On the Metabolism of Lipids, Nitrogen and Minerals, 
and on the Vitamin C Balance. [In English] 

O. Hetve. Acta Medica Scandinavica [Acta med. 
scand.] 128, 1-24, 1947. 74 refs. 


The author made biochemical estimations in 12 patients 
with Addison’s disease; no clinical data are given. 

The total and ester serum cholesterol and the total and 
ether-soluble serum lipid-phosphorus were similar in 
normal people and in patients with Addison’s disease, 
both before and after treatment with “ cortiron”’ and 
sodium chloride. Glucose by mouth in a dose of 1 g. 
per kilo body weight was followed by a decrease in lipid- 
phosphorus, in both patients and controls. Adrenaline 
and insulin did not affect the lipid substances estimated. 
The author draws no definite conclusions from these 
studies. 

Levels of total protein, albumin, and globulin in serum 
were similar in patients and controls. The non-protein 
nitrogen level was raised in some of the patients with 
Addison’s disease and fell somewhat after treatment. 
Nitrogen excretion in the urine was variable. The raised 
non-protein nitrogen is attributed to hypochloraemia. 

The usual changes in serum sodium, potassium, and 
chloride were observed [but on the figures given the 
disturbance of the serum electrolyte pattern was sur- 
prisingly small, if these were severe cases of Addison’s 
disease]. The serum calcium was raised in 3 of 10 patients 
in whom this estimation was made. - 

Six patients and 4 controls showed low values for 
serum ascorbic acid; the controls were, however, more 
quickly “ saturated”’ than the patients when ascorbic 
acid was given to them. 

[This paper contains a mass of biochemical data the 
significance of which is not discussed.] D. A. K. Black 


224. Electrocardiographic Studies in Addison’s Disease. 
[In English] 

O. Hetve. Annales Medicinae Internae Fenniae [Ann. 
Med. intern. fenn.] 36, 36-52, 1947. 4 figs., 26 refs. 


Of 13 patients with Addison’s disease, 10 had a normal 
electrocardiogram and 3 an abnormal one. The T 
waves were depressed, isoelectric, or biphasic in leads I 
and II and negative in lead III. In 1 case some depres- 
sion of the ST segment was noted in all three leads. 
Treatment of the 3 cases did not effect any change in the 
electrocardiographic tracings. The administration of 
insulin and adrenaline to patients with Addison’s disease 
produced the same electrocardiographic changes as are 
seen in normal persons. It is concluded that there is no 
electrocardiographic change typical of Addison’s disease. 
Alan Kekwick 
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225. The Action of Diethylstilboestrol on the Prostatic 
Epithelium of the Mouse _ 

E. S. Horninc. Quarterly Journal of Microscopica 
Science (Quart. J. micr. Sci. 88, 45-53, March, 1947, 
7 figs., 27 refs. 


Cytological changes were investigated in the prostatic 
epithelium of young male mice of the R III strain after 
short periods of treatment with large doses of diethyl. 
stilboestrol (10 mg. pellets implanted subcutaneously), 
Profound changes in the morphology of the Golgi 
substance were observed in the epithelium of the anterior 
lobe after 8 days’ treatment. Similar changes in the 
epithelial cells of the dorsal and ventral lobes followed 
longer periods of treatment. Removal of stilboestro} 
pellets after 20 days’ treatment was followed by the 
return of the prostatic epithelial cells to their normal 
condition. The author concludes that “ the cytological 
reaction in the epithelium of the anterior lobe of the 
prostate in particular is sufficiently characteristic and 
precise to serve as an indicator of oestrogen action, being 
clearly distinguishable from that induced in the same 
epithelium by the action of androgen ”’. 

R. J. Ludford 


226. The Inhalation of Hexoestrol 

G. L. Foss and J. H. Gappum. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.) 2, 
143-148, June, 1947. 2 figs., 13.refs. 


Hexoestrol in solution in arachis oil was administered 
to male guinea-pigs, both by stomach tube and by 
inhalation in the spray of a Collinson inhaler. The 
amount administered by inhalation was calculated from 
a knowledge of the quantity of air breathed per minute 
together with the concentration of the oestrogen in the 
spray. The volumes of the animals’ nipples were cal- 
culated from photographs taken 14 days after administra- 
tion of the drug, and it was found that a response to the 
administration of hexoestrol by inhalation was obtained 
with only one-fifth to one-tenth of the quantity of drug 
which would give the same effect when given by mouth. 
A total weight of 6 ug. of drug given by inhalation was 
sufficient to produce a response. It is suggested that 
male guinea-pigs could be used to detect dangerous 
concentrations of oestrogen in the atmosphere of 
factories where these drugs are made. G. A. H. Buttle 


227. An Evaluation of the Urethral Smears as an Index 
of Androgenic Deficiency in the Male 

E. J. COHEN. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.] 7, 186-191, March, 1947. 4 figs., 2 refs. 


The technique of studying urethral smears in the male 


-is described; the findings in 15 normal and 15 hypo- 


gonadal male patients were examined. No significant 
difference was observed between the two groups. In 
the normal male the administration of oestrone sulphate 
and the injection of oestradiol benzoate, sufficient to 
produce oligospermia and lowering of the 17-ketosteroid 
output, did not affect the urethral smear. 

E. F. Scowen 
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Dermatology 


228. Reticulum, or Lattice, Fibers. Further Studies 
s.C. Way. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 478-492, April, 1947. 
2 figs., 14 refs. 


The literature on the possible origin and significance 
of the argyrophil fibres named reticulum or lattice 
fibres is reviewed. Protocols are given of the examina- 
tions of 71 different tissues, normal and: pathological. 
Sections in each case were stained by the Maresch and 
Foot modifications of the Biélschowsky method, by 
jron-haematoxylin and iodine-eosin, by Weigert’s stain 
for elastic fibres, and by Unna’s orcein method. Van 
Gieson and iron—haematoxylin stains were used as 
counterstains in both of the silver impregnations, to 
demonstrate normal collagen and the reticulo-endothelial 
cells. 

Lattice fibres were not observed in normal or in foetal 
skin (at 5 and 8 months). They failed to appear in the 
skin in such pathological conditions as amyloidosis, 
leiomyoma, glossitis mediana rhombica, myxoedema, 
the acanthotic type of naevus pigmentosus, and scler- 
oedema. The author discusses his findings in relation 
to the histogenesis of the reticulum fibres. He found 
that they occurred sometimes in regions bare of any cells, 
and that they were not necessarily present in the immediate 


vicinity of blood vessels or in inflammatory infiltrations. ° 


He concludes that the fibres make their appearance 
without any apparent relation to the cells. Furthermore, 
the occurrence of a dense reticulum around blood vessels 
within such a short time as 48 hours supports his theory 
that a “ precipitation ’”’ gave rise to this structure. The 
author assumés that the “ gelation” is mediated by a 
hormone which acts on an enzyme produced by the 
reticulum ceils of liver, spleen, lymph nodes, and other 
organs. Kate Maunsell 


229. A Study of Miliaria Rubra, Tropical Anhidrosis 
and Anhidrotic Asthenia 

J. P. O’Brien. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 59, 127-158, April-May, 
1947. 25 figs., 4 refs. 


The three disorders miliaria rubra (“* prickly heat ”’ or 
“lichen tropicus”’), tropical anhidrosis, and tropical 
anhidrotic asthenia are sticcessive phases of a single 
disease process, in which the common factor is blockage 
of sweat ducts. 

Miliaria rubra occurs chiefly on the covered parts of 
the skin, especially where there is friction from clothes. 
The acute phase in a single sweat gland is quite short, 
probably of not more than 2 weeks’ duration. Long 
bouts of miliaria may therefore be due to the successive 
involvement of previously intact glands. 


When the symptoms of miliaria have passed the skin 


looks completely normal, but cure is only apparent, for 


every affected sweat gland remains chronically obstructed. 
This chronic phase is named- tropical anhidrosis, and 
becomes apparent when many or all of the sweat glands 
in a given area have passed through the relatively short 
acute phase. Close inspection of the skin then reveals 
the presence of minute shiny greyish macules; these are 
tiny keratin plugs which block the mouth of each affected 
sweat duct. 

When the subject of tropical anhidrosis takes exercise 
in the sun the skin does not sweat and a characteristic 
rash develops. The affected skin resembles goose- 
flesh; the lesions are, however, not related to hair 
follicles but are deep vesicles, resembling sago grains, 
implanted thickly and uniformly but never confluently. 
in the skin. The distribution is the same as that of the 
earlier phase. In incomplete cases of tropical anhi- 
drosis too few glands may be blocked to produce any 
noticeable reduction in sweating. In such cases the 
diagnosis is made by observing the presence of typical 
anhidrotic vesicles which disappear rapidly when the 
subject rests in a cool place. If a fatty substance, 
particularly anhydrous wool fat, is rubbed on an affected 
area and the subject takes exercise, an excessively pro- 
fuse secretion of sweat occurs within about half an 
hour on the surface so treated. 

When a large proportion of the covered part of the 
body is rendered néarly or completely sweatless by tropical 
anhidrosis, general symptoms are apt to develop on 
exercise in the heat. These are exhaustion, transient 
amaurosis, vertigo, severe frontal headache, dyspnoea, 
palpitation, a sensation of heat, and sometimes anxiety. 
This disturbance is named tropical anhidrotic asthenia. 
With rest in a cool place these symptoms soon disappear, 
but return on resumption of exertion. When the 
anhidrotic rash is profuse, as it usually is in asthenic 
cases, the regional lymph nodes are moderately enlarged. 

Only 40 severe cases were seen by the author in the 
course of 2 years, but mild or moderate degrees of anhi- 
drotic asthenia were very common. 

Some thousands of sections from 40 skin biopsies were 
studied. The progressive changes occurring in a single 
sweat gland are divided into four stages: (1) The first 
histological change in miliaria is the closure of the keratin 
ring, at the mouth of the sweat gland, which remains 
obstructed in all the stages that follow. (2) The sweat 
duct is first distended and then ruptured underneath the 
closed keratin ring—that is, in the epidermis. The 
miliarial vesicle thus lies within the epidermis. (3) During 
this stage the miliarial vesicle dries up and is replaced by 
a dense mass of parakeratotic cells concentrically 
arranged; these cells ultimately become completely 
keratinized to form a keratin plug. (4) The obstructed 
duct is ruptured by the pressure of sweat for the second 
time, but the new rupture takes place at a deeper level, 
in the subpapillary layer of the dermis. The lesion so 
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formed is the anhidrotic sago-grain vesicle already 
described. 

The anhidrotic lesions may undergo slow natural 
recovery or may be followed by a more general skin 
breakdown—tropical dermatitis. It is considered doubt- 
ful whether the pyrexia engendered by exertion in tropical 
anhidrosis should be held responsible for the features 
observed in anhidrotic asthenia. Some distress may be 
present without any pyrexia. The author believes it 
possible that the reabsorption of sweat into the general 
circulation is responsible for these symptoms, and that 
sweat may be a toxic substance. The fact that the 
presence of an excess of lipid permits normal or even 
profuse sweating in tropical anhidrosis suggests that by 
some physical action fat renders the concentric plug 
permeable. It also suggests that the basic cause of 
miliaria and tropical anhidrosis may be deficiency of 
sebum. This depletion may be brought about in the 
tropics in various ways: by saturation of cloths with 
sweat, by the excessive use of soap and water, by the 
application of powders or lotions in the treatment of 
miliaria or of alcohol to harden the skin. 

Natural cure of sweat-gland occlusion takes weeks or 
months. To accelerate removal of the obstructing 
keratin masses the author applies 10% salicylic acid in 
90% alcohol. This is rubbed on one to five times daily 
until adequate peeling starts, usually for 2 to 4 days. A 
change is then made to “ lanolin ’’ inunctions twice daily 
for 3 days, thereafter once or twice a week. 

[The afticle is illustrated with a remarkably fine 
collection of photomicrographs. ] G. B. Dowling 


230. Pemphigus Vulgaris. A Study of the Blood 
Picture 

A. W. Grace. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 772-782, June, 1947. 
1 fig., 9 refs. 


Detailed and repeated studies of the blood picture 
were made in 11 cases of pemphigus vulgaris up to the 
day of death. The effect of clinical remissions, relapse, 
impending death, increase of body temperature, and 
sulphonamide treatment was observed. The author 
comes to the conclusion that the blood picture is practic- 
ally identical with that of a generalized infection. An 
explanation is offered for the occurrence of eosinophilia 
and monocytosis in pemphigus vulgaris, and of eosino- 
philia in dermatitis herpetiformis. 

G. B. Mitchell-Heggs 


231. Clinical and Necropsy Findings in Angiokeratoma 
Corporis Diffusum (Fabry). (Uber interne und patho- 
logisch-anatomische Befunde bei Angiokeratoma cor- 
poris diffusum (Fabry)) 

M. Ruiter, A. W. M. Pompen, and H. J. G. Wuers. 
Dermatologica [Dermatologica, Basel] 94, 1-12, 1947. 
7 figs., 16 refs. 


Three brothers who exhibited typical angiokeratoma 
corporis diffusum (Fabry) were also found to have 
persistent albuminuria, left ventricular enlargement, 
slight elevation of blood pressure, vasomotor disturbances 


with cramps in the limbs, and marked oedema of the 
legs. In two brothers a fine corneal haze was detected 
with the slit-lamp. The third brother died of uraem; 
and post-mortem examination revealed an i 
thickening of the medium-sized blood vessels due to 
swelling and vacuolization of the muscle fibres ang 
deposition of some unknown substance between the 
muscle fibres of the media. The vacuoles may haye 
been caused by loss of this substance during preparation 
of the sections. None of the differential stains helped 
to identify this protein-like substance. These c 
were seen in the vessels of all organs examined (ki 
adrenals, liver, spleen, lung, heart, and skin) and in the 
muscle fibres of the heart. Another case with similar 
findings came to the notice of the authors. 

The clinical symptoms can be explained by the gross 
abnormality of the vascular tree and the heart muscle, 
Up to 1940, 11 cases of angiokeratoma corporis diffusum 
were found in the literature apart from the ones reported 
here; many showed some of the signs and symptoms 
referred to in the authors’ own cases; thus at least 7 
cases had abnormalities of the urine (albuminuria, casts, 


-or increased leucocyte count). It is concluded that the 


dermatosis, together with the various internal dis. 
turbances, probably represents a symptom-complex that 
has its origin in a common source; a congenital origin is 
suggested. G. W. Csonka 


232. Hyperkeratosis Penetrans. Report of a Case ofa 
Probable Variant of Kyrle’s Disease 

H. L. ARNOLD. Archives of Dermatology and Syphilo- 
logy {Arch. Derm. Syph., Chicago] 55, 633-638, May, 
1947. 2 figs., 7 refs. 


The literature on previous cases corresponding to 
Josef Kyrle’s (1916) original description of hyperkeratosis 
follicularis and perifollicularis in cutem penetrans is 
discussed. A case is described of a 32-year-old man with 
multiple painful lesions of the palm of the hand; the 
lesions were shallow circular depressions of the horny 
layer 2 mm. broad. A deep biopsy showed a conical 
keratinous plug, the base protruding into the skin and 
compressing and thinning the adjoining acanthotic 
epidermis below. Parakeratosis and non-specific lympho- 
cytic infiltration were present. Hyperkeratosis penetrans 
is suggested as an appropriate contraction of the original 
name. G. A. Hodgson 


233. Mborbus Moniliformis Lichenoides. Variant Types 
A. R. MCFARLAND. Archives of Dermatology and 
Syphilology [Arch. Derm. Syph., Chicago] 55, 674-682, 
May, 1947. 3 figs., 13 refs. 


A description is given of 2 cases of atypical lichenoid 
eruption considered to be in the category of morbus 
moniliformis lichenoides (Kaposi, 1886). Variations 
from previously described cases are noted. One case 
showed a uniform arrangement (usually in parallel lines 
or with bead-like formation of lesions), confinement of 
the rash to areas above the waist, and more lesions on 
the extensor than on the flexor surfaces, together with 
large annular lesions resembling erythema multiforme. 
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The second case was complicated by extensive sclero- 
ia. The histology of the first case showed massive 
areas of polymorphonuclear infiltration in addition to 
previously noted degenerative changes; these may 
mt an early active stage of the disease. Histo- 
logical changes of a similar type occur in varying degree 
in rheumatic nodules, periarteritis nodosa, dermato- 
myositis, lupus erythematosus, sclerodermia, erythema 
nodosum, and erythema elevatum diutinum. On 
histological grounds it is suggested that a common, 
aetiological factor, such as is responsible for rheumatism, 
may be operative. G. A. Hodgson 


734. Pinta in Brazil. (La pinta en el Brasil) 

J. Ramos E SitvA. Boletin de la Sociedad Cubana de 
Dermatologia y Sifilografia [Bol. Soc. cubana Derm. Sif.} 
3, 159-168, Dec., 1946. 5 figs., 10 refs. 


235. Experimental Transmission of Pinta to Cases of 
Yaws. (Sobre la trasmisién de pinta experimental a 
frambésicos. (Resultado en nueve casos)) 

A. PADILHA GONCALVES. Boletin de la Sociedad Cubana 
de Dermatologia y Sifilografia [Bol. Soc. cubana Derm. 
Sif.] 3, 169-176, Dec., 1946.. 3 figs., 8 refs. 


236. Pinta, Mal del Pinto, or Carate in Brazil. (La 
pinta, mal del Pinto, o carate en el Brasil) 

F. L. Bianco. Boletin de la Sociedad Cubana de 
Dermatologia y Sifilografia [Bol. Soc. cubana Derm. Sif.] 
3, 184-190, Dec., 1946. 27 refs. 


These three papers, published simultaneously, give a 
clear picture of the third treponemal disease, called pinta, 
carate, or puri-purt. ‘This affection is endemic among 
certain Indian tribes of the Amazon region, and sporadic 
cases occur in Brazil, Colombia, Mexico, and Cuba. It 
is caused by Treponema carateum, called also T. herrejoni, 
found in the lesions and the adjacent lymph nodes. 
The Wassermann reaction is positive in affected sub- 
jects. Its clinical manifestations assume the aspect 
of dyschromatic changes of the skin of the limbs, with a 
slight marginal inflammation, and palmo-plantar hyper- 
keratosis and atrophy. Ramos e Silva describes a case 
in which the changes affected the limbs and the trunk 
and where also juxta-articular nodular fibrous formations 
were observed. Dyschromia appears in the form of 
clear areas alternating with deeply pigmented patches. 
Since such modifications are also observed in the late 
stages of syphilis and of yaws, pinta is frequently con- 
fused with either of these diseases, the positive’ Wasser- 
mann reaction adding to the confusion. Leon Blanco 
produced an experimental lesion of pinta on himself 
and also succeeded in provoking this disease by inocu- 
lating three syphilitic subjects. Padilha Goncalves 
transmitted Treponema carateum experimentally to 9 
subjects suffering from yaws. Two of them developed 
a characteristic pinta lesion at the site of inoculation but 
7 others remained unaffected. Salts of vanadium cured 
the experimental lesions. As these authors’ experience 
proves, it is much easier to reproduce pinta experimentally 
in healthy subjects than in patients with the other two 
treponemal infections. It can be assumed, therefore, 


that the latter develop a partial immunity. Ramos 
Silva advances an attractive but unsubstantiated theory 
that the three treponemata—pallidum, pertenue, and 
carateum—derive from a common prehistoric American 
stem. A. Lilker 


237. “Epidemic”? Follicular Keratosis. (Keratosis 
follikularis epidemica ”’) 

R. Dermatologica [Dermatologica, Basel] 94, 
44-72, 1947. 18 figs., 43 refs. 


In the spring of 1946 the author saw 150 cases of a 


skin affection characterized by follicular keratosis with , 


cyst and comedo formation; a few patients also showed 
lesions resembling granuloma annulare on the hands, 
and others lesions resembling lichen ruber. The pre- 


dominant lesion (90% of cases) was the follicular kera- — 


tosis affecting the face (100%), neck, back, forearms 
(10%), and the abdomen and legs (1 to 2%). All the 
patients came from Basle and its surroundings. 

It is believed that these cases constitute a new form of 
follicular keratosis caused by an infective agent. The 
author was unsuccessful in transferring the condition to 
rabbits by inoculating them with the contents of the cysts 
or the comedones, nor was he able to infect healthy 
persons. The results of a questionary sent to all the 
patients did not appear to incriminate any chemical 
poisons. [Unfortunately no mention is made of the 
chlorinated hydrocarbons which may be used in the 
manufacture of food wrappers or floor-polishes and which 
may give rise to similar conditions.] Familial incidence 
was noted in 22 families, in which 33 children out of 49 
were affected. There was no selectivity as regards age, 
sex, oroccupation. Itis believed that the epidemiological 
properties, though not entirely excluding a toxic agent, 
suggest an infective cause; the disease was first noticed 
in February, 1946, reached a maximum by the next July, 
and was not seen after November. The author therefore 
suggests calling this condition ‘‘ epidemic follicular 
keratosis. G. W. Csonka 


238. Sensitivity to Iodides and Bromides in Dermatoses 
other than Dermatitis Herpetiformis 

D. N. Atcon. Journal of Investigative Dermatology {J. 
invest. Derm.] 8, 287-290, June, 1947. 5 refs. 


Sensitivities to the external application of iodides and 
bromides are closely parallel. About one-third of 
patients with various skin diseases and showing no 
evidence of dermatitis herpetiformis manifested a 
sensitivity to a 334% iodide or bromide patch test. 
These results indicate that in New York City hyper- 
sensitivity to patch tests with the iodides and bromides 
is by no means a rarity in patients with skin diseases.— 
[Author’s conclusions.] 


239. Failure to Isolate Streptococci from Nine Cases of 
Pemphigus 

A. C. Curtis and J. M. Topp. Journal of Investigative 
Dermatology [J. invest. Derm.] 9, 151-153, Sept., 1947. 
2 refs. 
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240. The Serologic Response Following Penicillin 
Therapy for Early Syphilis 

E. G. CLark, R. W. MAXWELL, and V.Scotr. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 213, 
535-548, May, 1947. 8 figs., 12 refs. 


In this study the authors do not measure the thera- 
peutic adequacy of penicillin by the disappearance time 
of Treponema pallidum from superficial lesions or by 
the rapidity of healing of syphilitic affections, but by a 
comparison of the serological response after penicillin 
with the previously published observations on patients 
with early syphilis under arsenical therapy. Quantita- 
tive blood titres were estimated by the Kahn technique 
and recorded in Kahn units on 208 patients with pre- 
viously untreated primary or secondary syphilis. After 
the completion of penicillin therapy the blood reactions 
were tested at fortnightly intervals for the first 3 months 
and monthly thereafter for 1 year. Patients who 
developed a clinical or a confirmed serological relapse 
were not included in the series. The varying potency of 
the three schedules of penicillin used (1,600,000 units in 
10 days, 1,200,000 units in 3} days, and 4,800,000 units 
in 74 days) was also unimportant, since no apparent 
difference occurred in the serological response with total 
dosages ranging from 300,000 to 1,200,000 units. The 
sodium salt exclusively employed was injected intra- 
muscularly in equally divided doses every 3 hours. 

The comparative serological responses are shown in 
graphs. Those observed during the first 8 weeks after 
penicillin therapy are comparable with those previously 
reported during weekly treatment with the various 
arsenical drugs—arsphenamine, neoarsphenamine, and 
arsenoxide (“‘mapharsen’’). As some of these last 
agents are known to be therapeutically inferior to penicil- 
lin, possibly the serological response is not an all- 
important criterion of the therapeutic efficiency in the 
final evaluation of antisyphilitic drugs. 

In serum-positive primary syphilis, although the 
serological response may be slightly slower with penicillin 
than with the arsenicals, the figures are identical at the 
end of 4 weeks and remain essentially the same at the 
end of 8 weeks. In early secondary syphilis the decline 
in serum titre after penicillin administration is retarded 
until the sixth week. In late secondary syphilis the titre 
at the end of 8 weeks of the penicillin-treated group 
declined only 50% compared with an 85% fall in patients 
receiving arsenic. During the first year the figures 
confirm the well-known relation between the duration 
of the disease before treatment and the serological rate 

‘of fall: the longer the duration of infection the slower the 
serological response. After penicillin serum-positive 
primary cases required 16 weeks to become permanently 
serum-negative, early secondary cases took 24 weeks, and 
late secondary cases 36 weeks. In general, these results 
correspond with those observed during arsenical 
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treatment. Abnormal cerebrospinal-fluid findings 4. 
vealed the presence of early neurosyphilis in 62 patients 
This condition did not apparently retard the rate of fai 
of their blood-reactions following penicillin. 

The authors discuss the difficulties of comparisog 
caused by the several factors, statistical and technical, 
which influence the results. These include variations jp 
statistical methods, sensitivity of the tests, potency of 
penicillin and the arsenicals, and the stage of the disease, 

T. Anwyl- Davies 


241. Biologic False Positive Reaction in i 
Tests for Syphilis. I. Preparation and Properties of 
Serologically Active Serum Globulin Fractions Obtained 
by Fractional Precipitation with Ammonium Sulfate 

H. NeurRATH, E. VOLKIN, J. O. ERICKSON, H. W. Craic, 
F. W. PuTNAM, and G. R. Cooper. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J, 
Syph.] 31, 347-373, July, 1947. 5 figss, 53 refs. 


This is the first of six articles on biological false. 
positive reactions in serological tests for syphilis; it is 
highly technical, and therefore only some of the con- 
clusions to be drawn from the various experiments 
performed can be included in an abstract. The author 
consider the problem as a whole, and point out that the 
conditions most commonly liable to produce biological 
false positive reactions are upper respiratory infections, 
smallpox vaccination, infectious mononucleosis, measles, 
atypical pneumonia, and lymphogranuloma venereum; 
other possible conditions such as malaria, leprosy, 
typhus, filariasis, and Weil’s disease, are less prevalent 
in the U.S.A. Treponemal diseases, such as yaws, 
bejel, and pinta, are so closely allied to syphilis that the 
positive reaction which they give is to be considered as 
** syphiloid ’’ and not false. There remain those rare 
individuals whose sera give positive reactions without 
any apparent cause. Three possible hypotheses have 
been evoked to account for biological false positive 
reactions: (1) They are due to the formation of anti- 
bodies immunologically identical with those of syphilis. 
(2) The antibodies are different but cross-reactive with 
all known antigens. (3) They are not true antigen- 
antibody reactions but rather non-specific reactions with 
the antigen of some serum-protein component of 
unknown origin; this last appears to be the least likely. 
Verification tests as known at present are considered 
unreliable. 

The object of this investigation was to discover whether 
the sera from syphilitic patients differ chemically or 
immunologically from those which give false positive 
reactions, and the emphasis is therefore on the specificity 
of antibodies rather than antigens; the two methods 
employed consisted of fractional precipitation with 
ammonium sulphate and isoelectric precipitation at low 
salt concentrations. Sera were obtained from patients 
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with syphilis and from persons known to give biological 
false positive reactions, either due to some morbid 
condition or entirely inexplicable; all sera were heated 
to 63° C.+1° for 3 minutes preceding analysis. Results 
showed that in the case of sera from syphilitic patients 
fractions G I precipitated by 1-4 M ammonium sulphate, 
and G II by 1:7 M ammonium sulphate, contain much 
more antibody than fraction G III precipitated by 1-7 
to 2:1 M ammonium sulphate, this last being almost 
inactive, as was the crude albumin component remaining; 
the sum total of the fractions was nearly always less than 
that of whole serum in the case of syphilitics, whereas in 
the case of biological false positive sera it was often 
greater. Electrophoretic analyses revealed that the 
serological titre of the fractions corresponded roughly to 
their gamma-globulin content, but the fractions them- 
selves were not significantly different in syphilitics, 
persons with other diseases, and normal subjects. Sera 
from the last two classes appeared to be more susceptible 
to heat inactivation than those from syphilitics, but this 
line of research was not considered worthy of further 
trial. The fact that there is a concomitant increase in 
total titre in biological false positive reactions but not 
in true positives appears to be significant. 

[There are 53 references, all but two of which are to 
American literature. No méntion is made of the work 
of Sachs. ] T. E. Osmond 


242. Biologic False Positive Reactions in Serologic 
Tests for Syphilis. II. Preparation and Properties of 
Serologically Active Serum Euglobulin Fractions Obtained 
by Isoelectric Precipitation 

J.O. Erickson, E. VoLkin, H. W. Craic, G. R. Cooper, 
and H. NeuRATH. American Journal of Syphilis, 
Gonorrhea and Venereal Diseases [Amer. J. Syph.] 31, 
374-396, July, 1947. 4 figs., 50 refs. 


In this paper, which is also very technical, are reported 
the results of experiments on the euglobulin fractions 
isolated by isoelectric precipitation from syphilitic and 
biological false positive sera. Two methods, which 
cannot be described in an abstract, were employed: 
(1) the use of carbon-dioxide gas bubbled through 
diluted serum, and (2) addition of dilute hydrochloric 
acid. In the case of syphilitic sera it was found that 
about half the original serum titre was in the euglobulin 
fraction, whereas in the case of biologica! false positive 
sera the euglobulins had a higher titre than whole sera; 
this latter finding is not considered unique but is probably 
significant. The amount of protein in the euglobulin 
’ fraction is about 7% of the total serum proteins, so that 
if these contain 50% of the total antibodies the latter 
are concentrated about seven times in the euglobulin. 

Electrophoretic measurements of the euglobulin 
fractions showed that 50% of the protein is in the form 
of gamma globulins; these contain most of the anti- 
bodies, whereas beta globulin contains little or none; 
more antibodies were found in the faster-moving “ half” 
of the gamma globulin than in whole gamma globulin 
or in its more slowly moving “half’’. This applies 
equally to both syphilitic and false positive sera. 

T. E. Osmond 
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243. Biologic False Positive Reactions in Serologic 
Tests for Syphilis. III. Preparation and Properties of 
Serum Protein Fractions which Inhibit Biologic False 
Positive Reactions 

E. VoLkin, H. NeurATH, J. O. Erickson, and H. W. | 
CraiG. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.] 31, 397-412, July, 
1947. 21 refs. 


These authors in preliminary tests found that crude 
albumin obtained from the serum of a patient with 
leprosy inhibited the serological activity of globulins 
from biological false positive sera, but had little or no 
effect on those obtained from syphilitic sera. Further 
experiments showed that this crude albumin fraction is 
present in more than half of all human sera, whether 
emanating from normal, syphilitic, or biological false 
positive sera; incidentally it was found that sera from 
patients with liver disease did not contain the inhibitor. 
This inhibitory activity appears not to be present in 
whole human serum or in the serum of various animals, 
but is present occasionally in fraction G IIL of human 
serum globulin, and more often in fraction TV-1 and 
euglobulin III-O of human plasma. Fraction I[V-1 is a 
lipoprotein containing about 7% cholesterol and 2-2% 
carbohydrate. Electrophoretic analysis revealed 11% 
albumin, 73% alpha 1 and 10% alpha 2 globulins, and 
6% beta globulin. The euglobulin component has a 
relatively high content of X protein and consists mostly of 
beta globulins. Similar fractions from cow and pig sera 
were relatively inactive. The inhibitory factor appears 
to be insensitive to heat, withstanding heat coagulation 
or a temperature of 56° C. for 40 hours, loses some of its 
activity when extracted with fat solvents, and can be 
completely removed by adsorption on _ cholesterol 
crystals. The chemical nature of this inhibitor has not 
been determined but it is clear that it must be associated 
with a high molecular weight compound, is a heat-stable 
protein, and is probably associated with the alpha 
globulins. Crystalline human serum albumin has no 
inhibitory activity. T. E. Osmond 


244. The Effect of Hyperpyrexia on the Therapeutic 
Efficacy of Penicillin in Experimental Syphilis 

H. Eacie, H. J. MAGNUSON, and R. FLEISCHMAN. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 31, 239-245, May, 1947. 
15 refs. 


Eagle and Musselman have already shown that the 
rate at which cultured strains of Treponema pallidum are 
killed by penicillin in vitro increases with temperature 
between 8° and 40°C. In the present study rabbits were 
inoculated intratesticularly with T. pallidum contained in 
an emulsion prepared from acute testicular syphilomata. 
Infection was confirmed by dark-ground examination 
5 to 6 months later, and 37 rabbits were treated with 
varying doses of penicillin in an electrically heated fever 
box. The rectal temperatures of the animals varied 
from 102° F. (38-9° C.) to 108° F. (42-2° C.), the fever 
being maintained for 10 hours. Two animals were 
treated with fever alone. The resalts were as follows: 
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“ae VENEREAL DISEASES 


No. of 
Total Penicillin Mean Total Rabbits Percentage 
(units/kg.) Cured * 
Cured |Failed 
32,000 42 4 0 100 
16,000 47 4 1 94 
8,000 46 4 0 92 
4,000 45 4 3 67 
2,000 43 2 4 33 
1,000 34 2 3 15 
500 44 0 5 0 
Fever alone, no 
penicillin 34 0 2 0 


*Calculated by method of Reed and Muench. 


The efficacy of sodium penicillin alone was tested on 
34 rabbits, with the following results: 


Total Penicillin No. of Rabbits Percentage 
(units/kg.) Gant Failed Cured 
64,000 5 1 91 
32,000 2 4 56 
16,000 0 4 25 
8,000 2 3 20 
4,000 1 5 6 
2,000 0 3 0 
1,000 0 4 0 


* Calculated by method of Reed and Muench. 


Tests of cure consisted of lymph-node transfers 6 
months after treatment, intratesticular inoculations being 
made with saline extracts of the animals’ popliteal lymph 
nodes. The newly inoculated rabbits were examined 
at weekly intervals for approximately 90 days, after which 
time, if no orchitis had developed, the testes were removed, 
emulsified, and subjected to dark-ground examination. 

The authors justly conclude that in the rabbit the spiro- 
chaeticidal action of penicillin can be increased from eight 
to ten times when it is administered with a 10-hour fever 
session, and that fever may have a spirochaeticidal 
action which is either additive to or synergistic with that 
of penicillin. G. L. M. McElligott 


LYMPHOGRANULOMA VENEREUM 


245. Lymphogranuloma Venereum. A Histologic Study 
of the Primary Lesion, Bubonulus, and Lymph Nodes in 
Cases Proved by Isolation of the Virus 

W. H. SHELDON and A. HEYMAN. American Journal of 
Pathology [Amer. J. Path.] 23, 653-671, July, 1947. 
12 figs., 21 refs. 


Diagnosis of lymphogranuloma venereum is often 
difficult and uncertain, and the authors suggest that the 
histological appearances of biopsy specimens are 
sufficiently typical to enable diagnosis to be made with 
reasonable certainty.. Their observations are based on 


examination of material obtained from 12 cases of the 
disease in which the diagnosis had been confirmed by 
large numbers of tests, both clinical and laboratory. 
In 8 of these cases absolute proof was obtained by isojg. 
tion and identification of the virus from material derived 
from the lesions. 

Seven primary lesions from the prepuce and penile 
shaft were examined (virus isolated in 3 cases), and the 
histology of all 7 was found to be identical. One 
bubonulus from the prepuce (virus isolated) and two 
buboes (virus isolated) were studied, as well as a bubo 
from a probable recurrence (virus isolated) and a bubo 
from a healed case (virus isolated 9 months previously 
during active stage). All the patients were Negro males. 
The bubonulus and inguinal lymph nodes after excision 
were bisected under sterile precautions, one half being 
used for virus studies, the other half being sliced up and 
placed in Regaud’s and Zenker’s fluids for fixation, 
Serial sections were cut in all cases. Regaud-fixed 
material was stained by Giemsa’s method, the Zenker. 
fixed material being stained by Mallory’s aniline blue, 
Wilder’s reticulum stain, and Weigert’s elastic-tissue 
stain. 

The authors found that the histological appearances 
in all three lesions were identical. The earliest lesion is 
the formation of foci of large mononuclear cells in the 
adventitia of the small blood vessels or, in the case of the 
lymph nodes, in the cortex just beneath the marginal 
sinus. The proliferation proceeds to involve all the 
coats of the blood vessels and eventually obliterates their 
lamina by compression, and without the vascular endo- 
thelial proliferation or thrombosis usually stated to take 
place. Similar changes affect the sinuses and small 
capillaries in the lymph nodes, so that small granulomata 
are produced. Their centres undergo ischaemic necrosis 
and numerous polymorphonuclear leucocytes appear. 
Thus small abscesses are formed which by fusion form 
larger ones and, if the lesion be near the skin, as in the 
case of the primary lesion particularly, the epidermis 
breaks down and an ulcer is formed. Peripherally the 
abscess is surrounded by a ring of mononuclear cells, 
outside which a few giant cells may be found, together 
with plasma cells and lymphocytes in small numbers and 
a very occasional eosinophil leucocyte. Fibrosis was 
scarcely noticeable in the acute stages, and was present 
only to a small degree in the node removed from the 
patient in whom the disease had been cured. The authors 
found the eosinophilic intracytoplasmic inclusions, or 
““ Gamna bodies ”, only after necrosis had taken place, 
and believe that they are merely debris phagocytosed 
by the mononuclear cells and bear no relation to the 
virus of lymphogranuloma. No elementary bodies were 
found. 

In the differential diagnosis the authors find no 
similarity between lymphogranuloma venereum and 
syphilis, while the general pattern of the lesion and absence 
of acid-fast bacilli exclude tuberculosis. Chancroid is 
distinguished by its vascular changes and endothelial 
proliferation, while granuloma inguinale contains 
Donovan bodies and very profuse granulations. The 
formation of persistent sinuses after biopsies did not 
occur in the authors’ experience. R. B. T. Baldwin 
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Genito-Urinary Disorders 


246. Lipoid Nephrosis: Treatment by Thyroid Extract 
and a High-protein Diet: Cure after the Appearance of a 
Hyperacute Abdominal Syndrome. (Neéphrose lipoidique. 
Traitement hypercarné et thyroidien. Guérison aprés 
apparition d’un syndrome abdominal suraigu) 
Pp, Nicaup and A. Laritre. Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris [Bull. Soc. méd, 
Hop. Paris| 63, 363-368, May 16 and 23, 1947. 


A man of 32 was a slave-labourer in Germany for 
19 months. After 17 months he noticed oedema in the 
legs; this rapidly became generalized. He was treated 
without benefit in a German hospital by repeated aspira- 
tions of the chest and a low-salt diet. When admitted 
to the Hétel-Dieu on repatriation 2 months from the 
onset, he presented universal oedema, bilateral hydro- 
thorax, hydrarthroses, and ascites. The daily urine 
output was 250 ml. (apparently infected), containing 
15 g. protein per litre, leucocytes, granular casts, and 
doubly-refractive bodies. The cardiovascular system 
was normal (blood pressure 160/110); there was no 
pyrexia. The blood Wassermann reaction was negative. 
There was no evidence of thyroid deficiency. The blood 
cholesterol was 575 mg. per 100 ml., the total serum 
protein 4-5 g. per. 100 ml., albumin/globulin ratio 0-3, 
and blood urea 50 mg. per 100 ml. A diagnosis of a 
classical lipoid nephrosis “ associated from the outset 
with signs of a separate nephritis ’*’ was made. 

Treatment with theobromine and a low-salt diet 
having no effect, he was given treatment which the authors 
believe to have been responsible for many recoveries in 
lipoid nephrosis—a fat-free, high-protein, low-salt diet, 
with thyroid extract up to 1-01 g. (gr. 15) daily for a 
month. By the end of the course, there was a slight but 
transient remission of the oedema and albuminuria, the 
blood cholesterol had fallen to 450 mg. per 100 ml., the 
total serum protein being 4-6 g. per 100 ml. and 
albumin/globulin ratio 0-4. Ten days later the patient 
complained of acute colicky abdominal pains, associated 
with some diarrhoea and biliary vomiting. The pulse 
rate increased and the temperature rose to 38-5°C. 
(101-3° F.). There was slight rigidity of the abdominal 
wall. The condition resolved in a few days. After this 
attack a free diuresis occurred and the oedema greatly 
lessened, until, after about 3 months, all oedema, ascites, 
and hydrothorax had resolved, with a loss of 22 kg. 
(48 lb.) in weight. A month after the attack the blood 
urea and blood pressure had returned to normal, the 
blood cholesterol was 342 mg. per 100 ml., the total 
serum protein being 5:3 g. per 100 ml. and the 
albumin/globulin ratio 0-4. No granular casts or doubly- 
refractive bodies were seen in the urine. 

The patient remained symptom-free for 2 years, and was 
then re-examined. Blood-pressure was 120/70 mm. Hg, 
and the urine was free from albumin, granular casts, 
and doubly-refractive bodies: a few red cells and a 


coli-bacilluria remained. The blood urea was 35 mg. 


per 100 ml., the blood cholesterol 180 mg. per 100 ml., 
the total serum protein 8-3 g. per 100 ml., and 
albumin/globulin ratio 1-2. Kidney function tests are 
said to have given no clue to the nature of the original 
lesion of the kidneys. The authors hold that the 
apparently complete return to normal is evidence for 
a pure nephrosis rather than a subacute nephritis. They 
point out that the oedema had disappeared before the 
blood fats had fallen below 1-3 g. per 100 ml. or the serum 
protein had risen above 6-5 g. per 100 ml. 
G. I. C. Ingram 


247. Successful Treatment of Lipoid Nephrosis by 
Thyroid Extract and a High-protein Diet. (Néphrose 
lipoidique. Traitement par le régime hypercarné et 
l’extrait thyroidien, guérison) 

P. Nicaup, M. Laupat, and P. VeELLy. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hop. Paris] 63, 355-362, May 16 and 23, 
1947. 

The case is described of a girl of 17 years, originally 
thought to have “ acute nephritis’, who, when seen by 
the authors 2 months after the onset of her illness, 
suffered from oedema, albuminuria (4 g. per litre), 
oliguria (about 400 ml. per day), microscopic haematuria 
with white cells and occasional casts, raised serum 
cholesterol (695 mg. per 100 ml.), and lowered serum 
proteins (5-4 g. per 100 ml.; albumin/globulin 0-9). 
The basal metabolic rate was found to be lowered 
(—30% of normal). The blood pressure was 120/90 mm. 
Hg. The fundi were normal. The urea concentration 
in urine was 1-2.g. per 100 ml. and the blood urea 
32 mg. per 100 ml. [The urea clearance, calculated from 
the authors’ figures for a urine sample collected over 
165 minutes, was 43% of “* standard ’’ normal clearance.] 
With a salt-free, low-fluid, light diet, there was a slight 
fall in the albuminuria but no change in the oedema or in 
urine output. A diagnosis of “ lipoid nephrosis with 
mild nephritis’ was made, and she was given a high- 
protein, low-fat, low-fluid, low-salt diet, with thyroid 
extract up to 200 mg. (gr. 3) daily for 5 months. Three 
weeks after the first dose of thyroid the oedema had 
entirely absorbed, but the albuminuria oat at 2 g. 
per litre. 

After 3 months on thyroid extract the daily urine out- 
put was about 625 ml., and contained fewer white blood 
cells, some red cells, and no casts; the serum cholesterol 
was 425 mg. per 100 ml., the basal metabolic rate — 23%, 
the urine urea toncentration 2:3 g. per 100 ml., and the 
blood urea 42 mg. per 100 ml. [The urea clearance, 
calculated as before, was 67% of “‘ standard’’.] The 
blood and urine chemistry and basal metabolism are 
said to have “‘ returned to normal ”’ after 6 months from 
the beginning of thyroid treatment. 
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Eighteen months from the onset of the illness the 
patient was free from both oedema and proteinuria. 
Red cells and casts were absent from the urine which 
measured 975 ml. daily. The details of blood chemistry 
given for this examination appear to be within normal 
limits. [The urea clearance gives a figure of 72% of 
“standard ’’.] The authors regard the diet and thyroid 
treatment as an important factor in the recovery. 

[The authors seem to consider the measurement of 
basal metabolic rate to have been (numerically) significant, 
although they are aware of the error introduced by 
oedema. There is no evidence on clinical grounds of 
the patient being myxoedematous. No cause could 
be found for the kidney disturbance. The renal function 
in 7 cases of myxoedema was investigated by Beaumont 
and Robertson (Brit. med. J., 1943, 2, 578) before, and 
6 months after, thyroid treatment was started. Tested 
in controlled diuresis, 6 cases showed a diminished urea 
clearance before treatment, but only 2 cases after 
treatment. Beaumont and Dodds (Recent Advances in 
Medicine, London, 1941, p. 61) advise that when thyroid 
extract is given on an empirical basis in (secondary) 
lipoid nephrosis a dosage of gr. 15 to 40 (1-2 g.) daily 
should be given until the blood cholesterol has fallen to 
normal.] G. I. C. Ingram 


248. Experimental Study of the Permeability of the 
Normal Kidney to Microorganisms. (Recherches expéri- 
mentales sur la perméabilité du rein normal aux germes 
microbiens) 

R. Carasso and B. N. HALPERN. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris} 
141, 388-389, April 26, 1947. 1 ref. 


Rabbits were given intravenous injections of emulsions 
of Bacterium coli. Six hours later the urine cultures were 
negative. At the seventh hour the urine contained a few 
germs, and not until 24 hours or more after injection 
were abundant bacilli found. Acute infective nephritis and 
albuminuria appear with the massive excretion of bacteria. 
Blood cultures become positive at the same time as urine 
cultures, and become negative in some 72 hours. The 
passage of the organisms through the kidney is not a 
mere filtration through healthy tissue, but is determined 
by the nephritis, which in turn is determined by the 
bacteriaemia. D. T. Barry 


249. The Hyperchloraemic Syndrome. (Le syndrome 
hyperchlorémique) 

J. STAHL and E. STEPHAN. Annales de Médicine [Ann. 
Méd.} 48, 52-61, 1947. 1 fig., 4 refs. 


In a patient suffering from acute severe glomerulo- 
nephritis with gross dehydration through persistent 
vomiting a high blood-urea level (560 mg. per 100 ml.) 
was accompanied by an exceedingly low chloride level 
(196 mg. per 100 ml.) On 7 days out of the first 10 after 
admission he was treated with normal saline and hyper- 
tonic saline transfusions, and received 208 g. of sodium 
chloride in all. He also had a course of systemic 
penicillin for an intercurrent diffuse cellulitis of the floor 
of the mouth. Although he was much improved his 


blood urea was still about 400 mg. per 100 ml., while 
his chloride level had risen to over 400 mg. per 100 m| 
yet his urinary output exceeded 3 litres daily. In spite 
of discontinuance of saline injections and the institution 
of a salt-free regimen the blood-chloride level continued 
to rise during the next 5 days to 444 mg. per 100 mi, 
while the daily urine output fell to about 2 litres. The 
chloride then fell to normal values within 7 days. Blood. 
urea values started falling independently of the chloride 
retention, from the peak level of 605 mg. per 100 ml. on 
the fifth day in hospital, to reach the normal simul. 
taneously with the chloride. The amounts of chloride 
in the urine are not recorded, and the authors are at a loss 
for an explanation for the syndrome of hyperchloraemia, 
[In the abstracter’s opinion the explanation might haye 
been found by performing more comprehensive analyses, 
including studies of calcium, potassium, and bicarbonate 
concentrations in blood and urine.] L. H. Worth 


250. Researches on Metabolism of Sodium Chloride, 
(Recherches sur le métabolisme du chlorure de sodium) 
P. VALLERY-RADOoT, J. HAMBURGER, P. MILLIEz, M. 
LaupbaT, and A. HOLTzer. Annales de Médicine [Am, 
Méd.] 48, 4-24, 1947. 


The changes in chloride level in plasma, corpuscles, and 
urine, and the alterations in the index of refraction of 
plasma and in the alkali reserve after intravenous (4 to 
8 g. NaCl in 10 or 20% solution) or oral administration 
(15 g. NaCl in 200 ml. of broth, with or without a previous 
salt-free diet) were studied in serial analyses in 15 healthy 
individuals and in 1 sufferer from chronic nephritis. 
Salt administration by either route led to a temporary 
and moderate rise in the blood chloride levels, somewhat 
more prolonged and erratic—owing to the uncontrollable 
rate of gastric absorption—after oral administration, and 
equally affecting chloride concentration in plasma and 
corpuscle. This was followed by a rapid increase of 
urinary chloride excretion, both absolutely and per- 
centually, but the curve of elimination did not run 
parallel to the curve of blood concentration. A common 
pattern cannot be recognized even where the experi- 
mental conditions were identical. The authors are of the 
opinion that urinary chloride excretion and its changes 
are subject to influences of a hormonal character (posterior 
pituitary or adrenal cortex), but they failed to achieve 
a significant change in the blood or urinary chloride 
concentration after injection of posterior pituitary 
extract. The blood chloride concentration varies 
inversely with the refractive index and the alkali reserve; 
a relative acidosis occurs simultaneously with the state 
ofhyperchloraemia. In the patient with chronic nephritis 
the chloride excretion curve only vaguely reflects the 
changes in the plasma and corpuscle concentration. The 
important factor of tissue fluids and their chloride content 
has not been considered. L. H. Worth 


251. The Effect of Increased Intra-abdominal Pressure of 
Renal Function in Man 

S. E. BRADLEY and G. P. BRADLEY. Journal of Clinical 
Investigation [J. clin. Invest.] 26, 1010-1022, Sept., 1947. 
3 figs., 21 refs. 
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252. Psychogenic Rheumatism 
Weiss. Annals of Internal Medicine [Ann. intern. Med.] 
26, 890-900, June, 1947. 11 refs. 


The author is frequently confronted by patients 
suffering from vague rheumatic, maladies, wearing belts, 
braces, and supports, having injections, making pil- 
grimages to diagnosticians and therapists of every 
description, and dragging round with them labels such 
as “colitis’’, “* auto-intoxication”’, “autonomic im- 
balance’, “‘endocrine dysfunction’’, and so on, in 
addition to “ fibrositis’’. He has applied himself with 
patient zeal to these problems, refusing to make a 
diagnosis of “* psychogenic rheumatism” by exclusion 
but making it only in the presence of positive evidence of 
emotional disturbance based on a carefully planned and 
logical scheme of examination. He has found that in 
the great majority of cases the aetiology in true “ psycho- 
genic rheumatism ”’ is a combination of poor personality 
and emotional strain arising out of and in the course of 
marital ignorance, and he stresses the value of simple 
examination, reassurance, and guidance on these lines. 

[Many readers may find this article extremely naive, 
but it is written with such obvious sincerity and contains 
so many penetratingly accurate comments, often of great 
shrewdness, that one cannot help feeling that it deserves 
a high place in clinical medicine.] G. F. Walker 


253. A Coefficient of Severity in Rheumatic Diseases. 
(Un coefficient de gravité des affections rhumatismales) 
J. MicHez. Archives de Rhumatologie [Arch. Rhum.] 
1, 66-71, 1947. 


It is clearly desirable that physicians should be able to 
assess the degree of improvement or aggravation which 
may follow a therapeutic plan in diseases such as poly- 
arthritis. The patient’s opinion about improvement is 
apt to be misleading. The erythrocyte sedimentation 
rate cannot serve as an index of severity; nor can the 
physical condition of the patient at the time of examina- 
tion be taken as a true index, without regard to the 
temporary or permanent nature of the morbid changes. 

The author accordingly has devised a chart, repro- 
duced in the article, in which marks can be assigned to 
the several features of the disease which he thinks rele- 
vant to an assessment of its gravity; the sum of these 
marks is the “ coefficient of gravity”’, which in his 
opinion is of service in judging the progress of a patient 
and in assessing the value of a particular treatment. The 
features to which marks are to be assigned are grouped 
under three heads: (1) the extent of the disorder: in 
this the several joints of the body are listed, with columns 
for marks according to the degree of pain, stiffness, 
decalcification, or synovitis, and deformity; (2) the 
activity of the disease process: here the criteria are 
E.S.R., pyrexia, and anaemia; (3) the degree of dis- 


ability. The marks to be assigned to the various 
objective signs, in their several degrees, and to the other 
features of the case are indicated. Kenneth Stone 


254. Prolonged Administration of Sulfonamides in 
Rheumatoid Arthritis. [In English] 

M. VIRKKUNEN. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 36, 198-207, 1947. 1 fig., 
7 refs. 


Rheumatoid arthritis was treated in 38 cases with 
various sulphonamide drugs for long periods. The ages 
of the patients varied from 18 to 70; the duration of 
symptoms from a few months to 15 years; the length of 
treatment averaged 2 months; and the dose was on an 


average 158 g. Ten cases showed marked improvement - 


and 22 cases definite improvement; 6 cases did not 
improve or got worse. Other treatment was given to 
these patients (physiotherapy, x-ray therapy, or anti- 
pyretics). Seventeen patients continued treatment at 
home with the sulphonamides alone; 11 continued well 
or improved further. It is therefore considered that the 
other treatments were not a significant factor in their 
improvement. Sensitivity reactions caused by the 
sulphonamides produced a sharp and definite therapeutic 
effect. After treatment was stopped 15 cases were 
studied for 2 months, and the condition of only 3 
remained good. Alan Kekwick 


255. Investigations of the Cerebrospinal Fluid in Cases 


of Rheumatoid Arthritis 
F. SUNDELIN. American Journal of Medicine [Amer. J. 
Med.) 2, 579-587, June, 1947. 9 refs. 


The author points out that the symptomatology of 
rheumatoid arthritis includes a number of neurological 
symptoms which indicate involvement of the central 
and autonomic nervous system. Such symptoms 
include: (1) Muscle atrophy. This is often consider- 
able before local joint symptoms have developed; com- 
monly atrophy of the interossei is seen. General atrophy, 
or atrophy localized to single large joints, may occur. 
(2) Paresis, with involvement of flexors of the fingers so 
that the hand cannot be completely clenched even in the 
absence of sufficient joint involvement to interfere with 
flexion (the hand grip may be weak too), or with involve- 


ment of the extensors of the fingers, resulting in a claw- © 


like hand. (3) Tremor of the fingers and hands of a 
peculiar type, consisting of a combination of a relatively 
short-wave tremor, which is both visible and palpable, 
and a more irregular athetotic coarse-wave tremor. 
(4) Trophic (autonomic) disturbances. These include 
local hyperhidrosis of hands and feet, marked cyanosis 
or oedematous swelling of the skin of the hands, pigment 
changes on the dorsal surface of the hands, atrophic 
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nail changes, skin atrophy, and decalcification of the 
juxta-articular ends of the bones. 

The above symptoms are commoner in the severe, 
rapidly progressive cases. In view of the foregoing, the 
author thought it reasonable to expect to find in the 
cerebrospinal fluid indications of an affection of the 
central nervous system. No previous investigations of 
this sort appear to have been made, and he therefore 
studied 141 cases (38 male, 103 female); 58 (41%) had 
spinal-fluid protein values (Izikowitz method) which 
were pathological in one way or another, and a total of 
66 (46°8%) had fluids which were in some way changed 
pathologically. The mean value of the total protein 
of the spinal fluid in normal women was taken as 31 mg. 
per 100 ml., and the maximum “ permissible ”’ statistically 
calculated normal value as 48-7 mg. per 100 ml. The 
protein was above normal limits in 6 cases, all in women, 
the values varying between 51 and 67 mg. per 100 ml. 
The globulin content exceeded normal limits in 17 cases, 
the normal mean value being accepted as 7-7 mg. per 
100 ml. and the maximum “ permissible’’ value as 
13-7 mg. per 100 ml. for men, with values of 6 and 10-7 
mg. per 100 ml. for women. The values for men varied 
between 14 and 21 mg. per 100 ml., and for women 
between 11 and 28 mg. per 100 ml. The albumin con- 
tent was increased in 6 cases, all in women, and varied 
between 38-9 and 46-2 mg. per 100 ml. (normal mean 
value 22-9, and maximum “ permissible ” value 38-4 mg. 
per 100 ml.). The globulin-albumin quotient was 
abnormally high in 52 cases (14 men, 38 women). The 
author states that if a comparison is made between the 
total protein values obtained and the normal values 
found in large series no considerable difference appears, 
but the globulin—albumin ratio is considerably altered, 
the mean value being 0-36 as compared with a normal 
value of 0-25. 

As the colloidal gold reaction is conditioned by the 
y-globulin, the gold-sol reaction was investigated in 107 
cases; 15 reactions were pathological. Neither the 
degree of severity of the disease nor the duration of 
illness appeared to affect the protein values. Seven cases 
had an increased spinal-fluid cell count. All the patients 
with a pathologically increased protein content, except 
one, exhibited one or more neurological symptoms. 

{It would have been instructive to have divided the 
patients into two groups—namely, those with neuro- 
logical symptoms and those without—and then to have 
compared the frequency of abnormal spinal-fluid findings 
in each group.] S. Oram 


256. Contribution to the Study of Variations in Fibri- 
nogen Level in Progressive Chronic Polyarthritis. (Con- 
tribution a l'étude des variations du taux fibrinogéne 
dans la polyarthrite chronique évolutive) 

E. Couinet. Archives de Rhumatologie [Arch. Rhum.] 
7, 72-75, 1947. 2 figs., 7 refs. 


The fibrinogen content of the plasma in cases of 
chronic progressive polyarthritis is determined, and a 
relation established between fibrinogen level and erythro- 
cyte sedimentation rate. 

In order to estimate fibrinogen, a specimen of citrated 
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venous blood, consisting of 1 ml.-of 3-55% sodium Citrate 
and 9 ml. of blood, is collected and centrifuged. To? mi 
of the plasma is added 8 ml. of 9% sodium chloride 
and 2 ml. of 1% calcium chloride. After remaining jp 
the incubator at 37° C. for 1 hour the clot is Temoved, 
washed, dried, and weighed. 

If the fibrinogen values are plotted as abscissae and the 
corresponding erythrocyte sedimentation rates as ordi. 
nates, a curve results with the form of a hyperbola. The 
fibrinogen value, that is, rises more and more slowly with 
increase in the E.S.R. It reaches a maximum value of 
about 6 mg. per ml. of plasma; this corresponds to ap 
E.S.R. of 60 to 70 mm. in 2 hours by the Westergren 
method. The value does not increase further with 
increase in the E.S.R. With clinical improvement the 
fibrinogen value returns very slowly towards the no 
but it is rare to find complete return to a normal figure, 

Kenneth Stone 


257. Disturbance of Glucose Metabolism in Progressive 
Chronic Polyarthritis. (Troubles du métabolisme gluci. 
dique au cours de la polyarthrite chronique évolutive) 
M. POLONOvsKI, F. Coste, and F. DELBARRE. Bulletins 
et Mémoires de la Société Médicale des Hépitaux de 
Paris (Bull. Soc. méd. Hép. Paris| 63, 489-493, June 13, 
1947. 


Glucose-tolerance tests were performed on 16 patients 
suffering from progressive chronic polyarthritis; 50 g. 
glucose was given by mouth and the blood sugar observed 
for 3 hours subsequently. The authors conclude that 
in this condition there is a disturbance of glucos 
metabolism for which there is no explanation. 

T. G. Reah 


258. Ankylosing Spondylarthritis. (Aspects actuels de 
la spondylarthrite ankylosante) 

F. Coste, M. Mouzon, and H. Botssiere. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris] 63, 493-502, June 13, 1947. 


A review is made of 76 cases of spondylarthritis 
ankylopoietica; 1 patient was a female. This disease 
seems to have become commoner recently and, while the 
chief features remain unchanged, the peripheral joints 
appear to be more frequently involved (60% of cases); 
in more than a quarter the involvement was serious. On 
radiological examination, changes were most evident in 
the dorso-lumbar region. The erythrocyte sedimenta- 
tion rate was raised in 85% of the cases; in the majority 
of those in which the rate was normal the condition was 
not progressive. In only 2 cases was there a family 
history of spondylarthritis ankylopoietica, but in 12 
others a member of the family had suffered from some 
form of rheumatism. 

Very probable aetiological factors were found in 37 
cases, and possible ones in 23, but in 10 cases no such 
factors’ were found and in 6 cases there was insufficient 
evidence on which to’form an opinion. The condition 
was seen in 14 patients who had been prisoners of war or 
who had been deported for forced labour; it is suggested 
that the rigorous conditions of life were aetiological 
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factors and that to a lesser extent the conditions in ~the apophyseal joints of the spine. Such a spondyl- 


France during the occupation may have been partly 
responsible for the increased incidence of the disease. 

The prognosis seems to be worse than before the war, 
and the response to radiotherapy and thorium X less 
satisfactory. Various forms of treatment were tried, 
with variable results: penicillin in doses ranging from 
2,000,000 units in 6 days to 1,000,000 units daily for 10 
to 14 days with and without sulphonamides by mouth 
and intravenously, x-ray therapy (1,200 to 1,500 r to one 
vertebral segment, beginning with a dose of 100 to 150 r), 
gold salts, thorium X, sulphur, iodine, calcium with and 
without vitamin D,, sodium salicylate, copper, glycine, 
prostigmin, diethylstilboestrol, vaccines, and spa treat- 
ment. [No details are given of many of these forms 
of treatment.) Orthopaedic measures were used to 
immobilize the spine, to prevent and correct deformities, 
and to restore costal mobility. Arthrodesis of the sacro- 
iliac joints and operations on the vertebral column were 
not performed. In 2 cases the parathyroid glands had 
previously been removed without much benefit. 

T. G. Reah 


259. Excretion of 17-Ketosteroids in Ankylosing Spondyl- 
arthritis and in Rheumatoid Arthritis: A Preliminary 
Report 

R.A. Davison, P. Koets, and W.C. KuzeLt. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.] 7, 201-204, 
March, 1947. 2 figs., 6 refs. 


An investigation of the 17-ketosteroid output in the 
urine of patients with ankylosing spondylitis is described. 
In 13 male patients an average excretion of 27-3 mg. in 
24 hours was found, with a range of from 19-2 to 43-7. 
The average value is somewhat high for the group (the 
average for normal males is 14 mg.). This is contrasted 
with the findings in 11 female patients with rheumatoid 
arthritis who excreted an average of 12-8 mg. in 24 hours, 
with a range of from 3-5 to 21-6 (average for normal 
females 10 mg.). It is suggested that this point requires 
further investigation, since ankylosing spondylitis has 
such a predominating male incidence. EE. F. Scowen 


260. Spondylosis and Spondylarthritis 
J. Borak. Annals of Internal Medicine [Ann. intern. 
Med.) 26, 427-439, March, 1947. 11 figs., 12 refs. 


Degeneration of the intervertebral disks associated 
with “spur” formation or “lipping’’ is a common 
form of spondylosis, depending upon unknown causes 
but on the whole becoming commoner as age and 
weight advance. It is unwise to attribute symptoms to- 
these spurs in spite of their impressive radiological 
appearance. Indeed, spur formation should be regarded 
as a process secondary to the degenerative thinning of the 
disks and possibly tending to improve the weight-bearing 
function of the vertebral column. Terms such as 
“hypertrophic spondylarthritis ’’ and “ spondylarthritis 
deformans ”’ are misleading and should be discarded in 
favour of ‘* spondylosis ’’ when thinning of the disks and 
spur formation alone are present, often without significant 
symptoms. A true spondylarthritis can only occur in 


arthritis may be rheumatoid, as in the Marie-Striimpell 
type affecting young men, or osteo-arthritic affecting older 
people. 

Spondylosis is never associated with the rheumatoid * 
type of spondylarthritis but often with osteo-arthritic 
spondylarthritis, especially if the spondylosis is of the 
destructive or predominantly disk-degenerative type. 
Indeed, the ** destructive ’’ type of spondylosis promotes 
osteo-arthritic spondylarthritis. G. F. Walker 


261. Icterus Gravis in Pregnancy and Spontaneous 
Symmetrical Fractures (Milkman’s Syndrome). (Icterus 
gravis graviditatis et fractures symétriques spontanées 
(syndrome de Milkman)) 

D. Stuck. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 77, 398-404, April 5, 1947, 
3 figs., 20 refs. 


A case of icterus gravis is described in a primipara of 
39 who had complained of increasing pain in the back 
during the later months of pregnancy. X-ray examina- 
tion on admission to the clinic (as a case of toxaemia) 
revealed symmetrical spontaneous fractures in the right 
and left tenth ribs (Looser’s zones of reconstruction). 
Coma developed but a living child was born and the 
patient recovered. Intramuscular injection of 600,000 
units of vitamin D with three tablets daily of “* calcium- 
D-redoxon”’ and “‘ C-phos”’ produced a considerable 
improvement in the bony lesions after 15 days. 

The author discusses the relative parts played by hypo- 
vitaminosis D, hepatic and endocrine dysfunction, and 
the demands of the foetus in producing the bony lesions. 
He attributes their location in the tenth ribs to the mech- 
anical factors of pregnancy, when the centre of gravity 
of the body is displaced forward, altering the muscular 
tension of the diaphragm and the muscles of the back. 
He emphasizes the value of serum phosphatase estima- 
tions; a secondary rise indicated the advisability of a 
second intramuscular injection of vitamin D. 

E. T. Ruston 


262. Hypertrophic Pulmonary Osteoarthropathy (Pierre 
Marie) and its Appearance as One of the Initial Symptoms 
of. a Developing Pulmonary Neoplasm. (Sulla osteo- 
artropatia ipertrofizzante pneumica di Pierre Marie e sul 
suo apparire fra i sintomi iniziali dello sviluppo di una 
neoplasia polmonare) 

T. Gatut and E. Virate. Annali di Radiologia Diag- 
nostica [Ann. Radiol. diagnost.] 19, 3-20, 1947. 7 figs., 
35 refs. 


The authors describe the Pierre Marie syndrome of 
hypertrophic osteoarthropathy and report 3 cases in 
which the syndrome was caused by a malignant tumour 
of the lung. The special interest of these cases lies in 


the fact that the patients sought medical advice on 


account of the osteoarthropathy and that the pulmonary 
tumour was only discovered in the course of the subse- 
quent investigation. In 2 of the cases there was a painful 
swelling of the breast, which the authors interpret as a 
mammary fibrosis. A. Orley 
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263. The Effect of Reinnervation on Collagen Formation 
in Degenerating Sciatic Nerves of Rabbits 

M. ApercromBie and M. L. JOHNSON. Journal of 
Neurology, Neurosurgery, and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 10, 89-92, May, 1947. 8 refs. 


Previously the authors have shown that collagen forma- 
tion goes on throughout the first 100 days after division of 
a peripheral nerve. The indications are that once 
collagen has started to form, probably a few days after 
severance, the rate of formation does not change greatly. 
In this paper it is shown that 100 days after division a 
nerve has the same collagen content whether or not it 
has been reinnervated. 

The other components (sodium-hydroxide-soluble 
nitrogen, residue nitrogen), and also wet weight, investi- 
gated incidentally to the determination of collagen 
content, are distinctly different in the reinnervated and 
non-reinnervated nerve. There is no general tendency 
for the composition of a reinnervated nerve to approach 
that of an undegenerated nerve, but a reinnervated nerve 
represents, in weight and chemical composition, a 
degenerated nerve with new nerve fibres superimposed. 

N. S. Alcock 
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264. Rheumatic Brain Disease: Late Sequel of Rheu- 
matic Fever 

W. L. Bruetscu. Journal of the American Medical 
Association [J. Amer. med. Ass.] 134, 450-454, May 31, 
1947. 5 figs., 35 refs. 


In recent years the occurrence of rheumatic brain 
disease has been increasingly recognized, this late sequel 
of rheumatic fever involving mainly the small meningeal 
and cortical vessels and producing gross or microscopical 
softening in the cortex. 

An illustrative case is given. The patient was a 
woman of 49 who had had a “ slight stroke’, on four 
occasions, followed by personality changes. There was 
no definite history of rheumatic fever, but a valvular 
lesion of the heart had been discovered at the age of 20. 
She was now suffering from mitral stenosis, and showed 
a considerable degree of mental deterioration. Pneu- 
moencephalography revealed dilatation of the right 
lateral ventricle and an increased amount of air over 
both hemispheres. The widening of the subarachnoid 
space was particularly well defined in the region of the 
right Sylvian point. The chemistry and serology of the 
cerebrospinal fluid were normal. The following diag- 
noses were made: psychosis with rheumatic brain disease ; 
mitral stenosis and subclinical rheumatism [this last, it 
seems, on the grounds of an increased erythrocyte sedi- 
mentation rate]. The patient remained in an institution 
for 4 years, and died suddenly from pulmonary infarction. 


Necropsy revealed rheumatic mitral stenosis. The 
lungs had “recent rheumatic vascular disease accom. 
panied by red infarcts. Numerous Masson 
which are considered the equivalent of Aschoff bodies jn 
the heart, were observed in the pneumonic tissue”, 
The right temporal lobe of the brain had a large area of 
cortical softening, which extended into the anterior limb 
of the internal capsule. Smaller infarctions were present 
in the central and parietal cortex of both sides. Histo. 
logical examination showed small segments of occlusion 
in the meningeal vessels, due to intimal proliferation, 
No evidence of atheroma was found. 

The symptomatology of rheumatic brain disease jg 
discussed, and it is pointed out that cerebral symptoms 
in rheumatic heart disease should not always be ascribed 
to embolism. ‘In the vast majority of patients, how. 
ever, such occlusions, in the absence of auricular fibrilla- 
tion, are the result of local proliferation of the intima.” 
The type of mental disturbance is determined by the 
personality and the age at which the cerebral involve- 
ment occurs. In childhood the aberrations range from 
mild behaviour disorders to slight mental deficiency 
states. In young adults states suggesting dementia 
praecox have been observed, while in middle life and later 
the psychoses characteristic of those periods are produced. 
The author also discusses the possible relationship 
between rheumatic fever and dementia praecox. He 
believes that, in some cases at least, rheumatic vascular 
disease is the anatomical basis of the psychosis. 

R. B. Lucas 


265. A Mid-Brain Syndrome following Head Injury 
M. Kremer, W. R. RuSseLt, and G. E. SMyTH. Journal 
of Neurology, Neurosurgery, and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.| 10, 49-60, May, 1947. 5 figs., 
8 refs. 


Although haemorrhagic lesions of the brain stem after 
head injuries are not uncommonly found post mortem, 
severe midbrain lesions are rare in patients who survive. 
This paper records 9 cases of severe closed head injury. 
These cases, although differing considerably in minor 
detail and in severity, bear a strong resemblance to one 
another. The prominent symptoms were: (1) Speech 
Disorders.—Dysarthria was prominent in every patient, 
and was so severe in 4 that there was a complete anarthria 
initially. The character of the dysarthria was con- 
sidered to be that associated with cerebellar disorders, 
but there was also a remarkable lengthening of vowel 
sounds whereby a hissing or bleating character was 
imparted, and, in addition to the gross ataxia, there 
seemed to be some other motor disorder. (2) Ataxia.— 
In 8 of the cases pronounced ataxia, mostly unilateral, 
was a striking feature. The ataxia was that commonly 
found in severe cerebellar disease. (3) Loss of Balance. 
—Difficulty in maintaining balance and unsteadiness of 
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gait were present in 7 out of the 9 patients. (4) Static 
Tremor.—In 3 cases coarse static tremor unassociated 
with voluntary movements and persisting for long periods 
was a striking feature. In 2 the tremor was confined to 
one hand, but a nodding tremor of the head was often 
simultaneously present. In the third patient the tremor 
affected both arm and leg. The movements as they 
affected the digits were usually of alternate flexion and 
extension, often through a range of 20 to 30 degrees. 
The tremor was coarse and the rate between 24 and 4 
oscillations a second. (5) Muscle Tone.—In 6 patients 
the resistance to passive stretching of the muscles was 
subnormal. This hypotonia was unilateral in 5 of the 
cases, and in all it was predominant on the side showing 
most ataxia. (6) Pyramidal Signs.—Eight of the 
patients showed evidence of pyramidal lesions, usually 
slight. In 6 the reflex changes were confined to, or 
predominated on, the side affected by ataxia and tremor. 
The tendency of both cerebellar and pyramidal signs to 
affect the same side of the body was a striking feature, 
and suggests that the lesions lay in the midbrain and that 
the cerebellar efferent pathway was damaged above its 
decussation. (7) Cranial-nerve Involvement.—Distur- 
bance of the cranial nerves was inconspicuous, except 
that in all there was some oculomotor abnormality. In 
some there was a nuclear type of paresis, while in others 
the pupils were unequal or their reactions were abnormal. 
Ptosis and lid retraction were also observed. 

From these signs it is argued that the lesion in these 
cases must be in the midbrain at about the level of the 
lower part of the red nucleus. This is confirmed by the 
finding by air studies in 2 cases of a remarkable dilatation 
of the aqueduct of Sylvius. N. S. Alcock 


266. Deposition of Iron in Paraventricular Areas of the 
Human Brain in Hemochromatosis 

J. CAMMERMEYER. Journal of Neuropathology and 
Experimental Neurology [J. Neuropath. exp. Neurol.] 6, 
111-127, April, 1947. 9 figs.; 58 refs. 


The author has studied the deposition of iron pigment 
in the brain in a Jong-standing case of haemochromatosis 
and has compared his findings with the results of injec- 
tions of vital dyes by Wislocki, King, and others. He 
concludes that the deposition of iron in the para- 
ventricular areas of the brain is related to structural and 
functional peculiarities of the blood vessels in these 
areas. J. G. Greenfield 


267. Convulsant Effects of Penicillin on the Cerebral 
Cortex 

W. J. Borkowski and F. M. Forster. Journal of 
Neuropathology and Experimental Neurology [J. Neuro- 
path. exp. Neurol.] 6, 201-205, April, 1947. 2 figs., 
4 refs. 


In experiments on cats the direct application of penicil- 
lin, in strengths of 250 to 10,000 Oxford units per ml., 
to the cerebral cortex produced diphasic, high-voltage 
spiking discharges within 200 seconds of the application 
of the drug. They were single and somewhat infrequent 
at first, but the voltage and the frequency increased and 
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the spikes were later found in groups of three to five. 
With higher concentrations of penicillin these small 
groups became more prominent and built up into a 
prolonged rapid continuous discharge’. When peni- 
cillin was applied to the motor cortex clonic movements 
of the appropriate limb accompanied the spiking dis- 
charges. Sound-induced spikes in the acoustic cortex 
were greatly increased in voltage under the influence of 
penicillin and frequently showed alterations of phase. 
The authors conclude that the convulsant action of 
penicillin is not due to any general systemic effect but 
must be considered as “ arising from the direct action 
of the drug on the cerebral cortex ”’. 
J. G. Greenfield 


268. Relation between Electroencephalographic and 
Histologic Changes following the Application of Graded 
Force to the Cortex 

F. T. ZIMMERMAN and T. J. PuTNAM. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 57, 521-546, May, 1947. 14 figs., 17 refs. 


An experimental study was made on cats to determine 
the relation between the electroencephalographic and 
histological changes following trauma to the cerebral 
cortex. The experiments were carried out under pento- 
barbitone anaesthesia, the animal’s head being firmly 
held and the limbs freely movable. The skull was 
trephined bilaterally, the holes being placed over the 
middle suprasylvian gyrus just anterior to its junction 
with the posterior suprasylvian gyrus in the posterior 
part of the parietal lobe, and the dura was left intact. 
The traumatizing element was a bent “lucite” rod 
mounted on the armature of an electromagnet, and this 
struck the cortex when the armature was attracted by the 
electromagnet. The traumatizing rod was lowered with 
a fine adjustment screw until its face was lightly touching 
and exactly astride the middle suprasylvian gyrus; a 
control rod, on the opposite side, fitted snugly in the 
burr hole and was also lowered until it was just flush 
with the dura. The force of impact was varied with an’ 
autotransformer connected directly with the electro- 
magnet; voltages of 50, 85, 100, and 120 volts respectively 
were used, thus representing a range of force varying 
from a barely perceptible vibratory sensation to a 6-mm. 
excursion of the traumatizing hammer; the time of 
application varied from 3 to 20 seconds for each voltage 
employed. Bipolar and monopolar potentials were 
recorded simultaneously on the experimental side, and 
bipolar potentials only on the control side. These 
electroencephalographic records were made approxi- 
mately 5 seconds after the end of the trauma and were 
continued for 45 minutes; a second record was made 
4 days later. After the recording the animal was killed, 
the traumatized areas were marked, and the brain was 
fixed; a coronal section through the plane of the trau- 
matized and control areas was made later and the 
sections were stained with cresyl-violet. - 

The experiments showed that there was a direct 
relation between the amount and degree of cortical-cell 
change and the degree of electroencephalographic 
changes after trauma; this relation, however, obtained 
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only above a level sufficient to produce incompletely 
reversible electrical changes: below this level cortical- 
cell changes occurred without corresponding electrical 
changes. With the critical range the amount of electrical 
and cortical-cell change was found to be a function of 
the intensity and duration of the force applied. Histo- 
logical studies indicated that in severe trauma all cortical 
layers are damaged; in moderate trauma the second 
layer and the outer part of the third layer show the 
greatest degree of cell change, while in mild trauma 
the internal granular layer is most severely affected. 
J. W. Aldren Turner 


269. Atypical Intracerebral Haemorrhage with Special 
Reference to Cerebral Haematoma 

E. C. O. Jewessury. Brain [Brain] 70, 274-303, 1947. 
56 refs. 


269a. Further Studies of the Sensory and Motor Cerebral 
Cortex of Man 

T. RASMUSSEN and W. PENFIELD. Federation Proceedings 
[Fed. Proc.] 6, 452-460, June, 1947. 2 figs., 34 refs. 


269b. Treatment of Spastic Paresis by Syncardial 
Massage. (Behandlung spastischer Paresen mit der 
synkardialen Massage) 

S. Biro and M. Fucus. Schweizerische Medizinische 
Wochenschrift [Schweiz. med. Wschr.] 77, 1200-1201, 
Nov. 15, 1947. 12 refs. 


270. Idiopathic Fibrolytic Degeneration of the Meningeal 
Dura 

A. H. Weis. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 383-387, May, 1947. 4 figs., 
8 refs. 


The pathogenesis of intradural cysts and haematomata 
is described. The dura mater is composed of two 
embryological layers, which, physiologically, are 
separated in places to enclose the dural sinuses and veins. 
According to the author cysts may arise because of 
fibrolytic degeneration of fibres at the junction of these 
two layers, and haemorrhages may occur because of 
rupture of the large capillaries normally present in this 
region, with formation of intradural haematomata. An 
illustrative case report is submitted. R. Salm 


271. The Treatment of Meningitis by Copper. (Proby 
leczenia miedzia zapalenia opon mézgowych) 

Z. MICHALSKI and A. Kumxkiewicz. Polski Tygodnik 
Lekarski [Polsk. Tyg. lek.] 2, 534-536, April, 1947. 
19 refs. 


The favourable results obtained by the authors in the 
treatment of fulminating pulmonary tuberculosis by 
copper have encouraged them to use this metal in tuber- 
culous meningitis. Copper glycocholate, 50 mg., was 
given daily intravenously, and 10 ml. of a solution of CuX 
(a combination of copper and salicylic acid, no chemical 
formula being given) was also injected daily. Two cases 
are described. The first patient died despite treatment, 


and the diagnosis was confirmed post mortem. The 
second showed marked improvement after CuX injections 
and recovered in 3 weeks. The authors admit that 
this patient might have been suffering from benign 
lymphocytic meningitis. The severity of symptoms, ang 
the small lymphocytic pleocytosis and slight increase of 
protein in the cerebrospinal fluid, were, however 
suggestive of a tuberculous infection. ? 

[The authors’ conclusion that copper has a beneficia| 
effect in tuberculous meningitis is supported by treatment 
of 1 case of doubtful diagnosis but is not very convincing] 

J. T. Leyberg 


272. Meningeal Gliomatosis. A Study of Forty-two 
Cases 

F. E. POLMETEER and J. W. KERNOHAN. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 57, 593-616, May, 1947. 9 figs., 17 refs. 


In 1907 Spiller reported a case of an ependymoma 
which had spread along the leptomeninges; since then 
other instances of metastasizing glioma have been re- 
corded. The authors have collected 42 cases of “* menin- 
geal gliomatosis ” over a period of 20 years at the Mayo 
Clinic. In 47-6% of cases the primary tumour was a 
medulloblastoma, in 14-3% glioblastoma multiforme, in 
11-9% ependymoma or ependymoblastoma, in 11-9% 
oligodendroglioma or oligodendroblastoma, in 71% 
astrocytoma, in 4-8% retinoblastoma, and in 2-4% 
pinealoma. Meningeal gliomatosis is defined as a 
condition wherein tumours of neuro-ectodermal origin 
involve the leptomeninges. 

Factors which influence potential implantation of 
gliomata are the circulation of the cerebrospinal fluid, 
alterations of dynamics of the cerebrospinal fluid, gravity, 
and trauma. Retrograde metastasis against the slower 
current of cerebrospinal fluid may have occurred in those 
cases in which there was internal hydrocephalus, especi- 
ally with medulloblastomata. There is thus a potential 
danger in performing ventricular puncture for the 
temporary relief of increased intracranial pressure. A 
tumour of greater malignancy is more likely to spread 
along the leptomeninges because it has a greater capacity 
for reaching to the surface of the brain or to a ventricle. 
The ependymoma, however, is an example of a slow- 
growing tumour which because of its peculiar situation 
is favourably placed for spreading along the ventricular 
surface. 

Implants of tumours in the subarachnoid space find 
a suitable medium for their nourishment in the vascular 
pia-arachnoid; most commonly metastases are confined 
to this space, and the authors believe that this restriction 
of growth is in part the result of the normal barrier 
presented by the leptomeninges. A malignant tumour, 
however, may succeed in distending the cavity and 
breaking through to invade the brain parenchyma. A 
common site for spinal metastasis is in the pia-arachnoid 
overlying the dorsal aspect of the thoracic portion of 
the cord: as these patients are bedridden it is reasonable 
to conclude that gravity may play some part in the 
dissemifiation of tumour cells. The authors confirm 
the opinion of Cairns and Russell that examination of 
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metastatic tumours is a most valuable method of diag- 
nosing the nature of the primary growth. Medullo- 
blastoma was rarely confused with sarcoma, although 
occasionally there was enough reticulum present to make 
the differential diagnosis a matter of difficulty. In the 
42 cases reviewed there was no instance of metastasis 
outside the central nervous system. The paper includes 
a brief review of the subject of glial heterotopia, first 
described by Wolbach in 1907. W. H. McMenemy 


273. Cerebral Thrombosis in Young Adults 
L. Kratner. Lancet [Lancet] 1, 738-741, May 31, 
1947. 5 figs. 


The pathogenesis of cerebral thrombosis in young 
adults is discussed and records of 7 cases in Indians and 
1 British case (a man of 48 with atherosclerosis) are 
given. The records of 3 of the cases are presented in 
detail. 

These 3 cases were of acute onset with fever, leuco- 
cytosis, and evidence of massive thrombosis, in 1 case 
bilateral. All the patients died in a few days. Necropsy 
showed thrombosis of the middle cerebral artery with 
involvement of additional arteries in some cases, con- 
sequent on an acute infection of the arterial wall with 
early formation of aneurysm. The probable primary 
infection was considered in 1 case to be a chronic tonsil- 
litis and in another a chronic otitis media; in the third 


' case no primary focus could be discovered. The possible 


route from these foci to the cerebral arteries is discussed. 
There was no evidence of endocarditis, patent foramen 
ovale, suppurative lung lesions, malaria, or syphilis; 
the only remaining possibility was that minute emboli 
had passed through the capillary filter of the lung. The 
mycotic areas were all in branching arteries or their 
immediate neighbourhood, suggesting embolism. It is 
suggested that the emboli may have been of filiform shape, 
and that some of the so-called congenital aneurysms may 
be of similar origin. In a further case in the series a 
thrombosed aneurysm was found but was not 
histologically examined. 

[The rare cases of cerebral thrombosis in healthy young 
adults form an interesting group, and necropsy material 
in these cases is important. The author’s suggestions 
as to the pathological process are feasible, but it is difficult 
to accept them, especially as he could not find a focus in 
one case. Nor does he explain why an embolus small 
enough to pass through the lungs should lodge in or on 
the wall of an artery as large as the middle cerebral. His 
suggestion of filiform emboli is ingenious but hardly 
catries conviction.] N. S. Alcock 


274. The Pneumoencephalogram of Cerebellar Atrophy 
J. P. MurpHy and R. ARANA. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
57, 545-555, May, 1947. 18 figs., 11 refs. 


Structural abnormalities of the cerebellum may or may 
not be associated with cerebellar clinical symptoms, but 
if the abnormalities are of sufficient magnitude they may 
be demonstrated by pneumoencephalography. The 
authors distinguish two kinds of anatomical alteration 


of the cerebellum—the atrophies and the malformations, 
They further subdivide the atrophies into: (1) primary 
progressive degeneration (hereditary, toxic, or inflam- 
matory); (2) degeneration secondary to disease of the 
pontine and olivary nuclei or of the contralateral cerebral 
hemisphere; and (3) progressive degeneration com- 
plicating Friedreich’s ataxia, bulbar paralysis, peroneal 
muscular atrophy, epilepsy, feeble-mindedness, and so 
forth. The cerebellar malformations are likewise sub- 
divided into: (1) aplasia, (2) partial aplasia, (3) hypo- 
plasia, and (4) dysplasia. Fifteen cases are reported. 

Enlargement of the cisterna magna and fourth ventricle 
indicates cerebellar atrophy. An extensive degree of 
degeneration of the hind-brain results in widening and 
deepening of the strips of air normally outlining the sub- — 
divisions of the vermis and hemispheres. This was most 
striking in the cases of parenchymatous cerebellar 
cortical degeneration or olivo-ponto-cerebellar atrophy 
and in Friedreich’s disease. The clinical picture is not 
strictly related to the encephalographic findings, mainly 
on account of the impossibility of delimiting by air every 
cavity, cistern, and other subarachnoid extension. The 
presence of air located above the cerebellum (subtentorial 
gas) cannot be interpreted as evidence of cerebellar atrophy. 
There is, however, in cases of atrophy an increased amount 
of air behind the cerebellum, principally in the enlarged 
cisterna magna. 

Generally speaking, an enlargement of the cisterna 
magna and of the fourth ventricle was found in both 
cerebellar atrophy and hypoplasia, whereas widening and 
deepening of the clefts and fissures demarcating the 
components of the vermis and hemispheres from each 
other, and, in particular, an increase in the width of the 
interfolial sulci, were found only in cases of extensive 
cerebellar primary or secondary atrophy. The late 
growth of the folia of the cerebellum may account for 
the absence of deep fissuring of the surface of the organ 
in cerebellar hypoplasia, as may the developmental 
origin of malformation of the hind-brain. A. Orley 


275. Tumours of the Central Nervous System (Meningio- 
mata and Neurinomata) in Tissue Culture. (Geschwiilste 
des Zentralnervensystems (Meningeom, Neurinom) in 
der Gewebekultur) 

A. JuBA. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 113, 321-336, 1947. 11 figs. 


276. A Clinico-Pathological Report of Unusual Cases 
of Chronic Encephalitis 

W. R. Rosanorr. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.| 10, 
65-71, May, 1947. 12 figs., 38 refs. 


Three cases of encephalitis are described. All were 
insidious in.onset and progressive in course over periods 
of time varying from 4 months to 5 years. Pathologic- 
ally they were characterized by intense inflammatory 
changes widely distributed throughout the brain. The 
possible aetiology is discussed in each case. Case 1 was 
distinguished by a particularly severe involvement of the 
cerebral white matter which closely resembles the 
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*‘leuco-encéphalite sclérosante subaigué” of van 
Bogaert. The second case had a positive iron reaction. 
In the third there was the combination of diffuse and 
focal cystic lesions characteristic of some of the extra- 
European types of epidemic encephalitis—[Author’s 
summary.] 


277. Test for (Quantitative Vibratory Sensation in 
Diabetes, Pernicious Anemia and Tabes Dorsalis. Diag- 
nostic and Prognostic Value 

J. H. Baracu. Archives of Internal Medicine [Arch. 
intern. Med.| 79, 602-613, June, 1947. 5 figs., 9 refs. 


This is an interesting attempt to show the value of 
quantitative vibratory sensation in the assessment of 
prognosis and of the efficacy of treatment in diabetes 
mellitus, pernicious anaemia, and neurosyphilis. The 
author makes out a very convincing case for the value 
of his method of repeated examinations of vibratory 
sensation in the precise evaluation of progress of these 
three. maladies under treatment. He has devised a 
series of charts with “curves”? showing the range of 
normal, and the whole effect is one of accuracy, patience, 
and ingenuity well adapted to the simplest of bedside 
procedures with no apparatus more elaborate than a 
tuning-fork. G. F. Walker 


278. Toxic Effects of Intrathecal Administration of 
Penicillin 

A. E. WALKER. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 54, 39-45, July, 1947. 
1 fig., 7 refs. 


Two cases illustrating types of neural reaction to 
intrathecal administration of penicillin—radiculitis and 
myelopathy associated with chronic leptomeningeal 
thickening—are presented. Such reactions usually occur 
only when large amounts of penicillin are injected into 
the subarachnoid space. When moderate or-small doses 
of the drug are used, the complication is rarely 
encountered.—[Author’s summary.] 


279. Experimental Study of Red-cell Cholinesterase in 
Post-encephalitic Extrapyramidal Syndromes. (Ricerche 
sperimentali sulla colinesterasi vera del sangue (colin- 
esterasi delle emazie) nella sindrome extrapiramidale 
postencefalitica) 

P. SALvi and G. DE MICHELE. Acta Neurologica [Acta 
neurol., Napoli] 2, 175-190, March-April, 1947. 1 fig., 
Bibliography. 


The red-cell cholinesterase was estimated in 9 patients 
with post-encephalitic extrapyramidal syndromes. The 
figures obtained were considerably lower than those found 
in normal subjects. Administration of belladonna was 
followed by an increase in the cholinesterase. The 
possibility that biochemical disturbances were responsible 
for the tremor and hypertonus of the post-encephalitic 
syndromes is discussed. 

[The value of this paper is limited by the small number 
of cases observed and the absence of controls.] 

A, Limentani 
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280. Educability of a “ Deteriorated ”’ Epileptic Patient 
D. TWITCHELL-ALLEN. Archives of Neurology ang 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 57, 617. 
622, May, 1947. 12 refs. 


Mental deterioration was carefully studied in a case of 
idiopathic epilepsy. The patient was a man of 23, of 
German-Swiss parentage; he was the tenth of eleven 
children, and no family history of epilepsy was djs. 
covered. Electroencephalographic records of his mother 
and of eight siblings were normal. When 6 years old 
he had his first attack, and between then and the age 
of 23 he had major attacks varying in frequency from 
one a week up to eighteen in a day; in addition he had 
innumerable petit-mal seizures and at times automatism 
with violent behaviour. Regular administration of 
phenobarbitone did not control the attacks. As q 
result of the frequency of fits he isolated himself from aj] 
social activities. 

There were no abnormal neurological signs, the cere- 
brospinal fluid and radiographs of the skull were normal; 
an electroencephalogram showed pronounced irregu- 
larity in all leads, with little alpha rhythm and pre- 
dominance of low- and high-voltage slow waves of 3 to7 
a second, and an air encephalogram was thought to 
indicate moderate cortical atrophy. The Stanford-Binet 
Form L test gave a mental age of 6 years 7 months, 
When sodium diphenylhydantoinate was substituted 
for phenobarbitone the attacks stopped completely, the 
adequate dose being 0-4 g. daily. In addition an 
elaborate course of social and educational rehabilitation 
was undertaken, including living for 5 months in a medical 
household; finally he obtained a job as a yardman. 
Mental testing showed an increase in his mental age at a 
rate equal to or faster than that of a child of average 
intelligence and chronological age of 6 years 7 months. 

’ The author thinks that this case supports the view that 
“* intermittent dullness ’’ may be one system of a patho- 
logical condition of the brain of which the convulsions 
are another aspect, and that improvement in mental 
status may result when the convulsions are controlled 
by drug treatment, but that a careful educational pro- 
gramme may also be needed.. The case emphasizes the 
importance of differentiating the effects of sedatives and 
“* intermittent dullness ”’ from chronic mental impairment. 

J. W. Aldren Turner 


281. Tridione in the Treatment of Epilepsy 

W. G. LENNOX. Journal of the American Medical 
Association [J. Amer. med. Ass.] 134, 138-143, May 10, 
1947. 2 figs., 11 refs. 


An evaluation is made of the new drug “ tridione” 
(3,5,5-trimethyloxazolidine-2,4-dione) in the treatment of 
various types of epileptic seizure in 218 patients. Of 168 
patients who had frequent daily seizures of the petit-mal 
type, with the petit-mal triad of pykno-epilepsy, myo- 
clonic jerks, and akinetic attacks, 83% were improved 
and 31% freed from this form of epilepsy. Great 
frequency of seizures was no bar to success. In contrast, 
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was useless against convulsions, and even 

d to increase their frequency in some instances. 

Of 58 patients having frequent grand-mal attacks (with 

or without complicating petit mal) 21% had less frequent 

and 50% more frequent convulsions during treatment. 

The drug when used alone was ineffective in 35 patients 

having psychomotor seizures, but in a minority of cases 

it supplemented the action of diphenylhydantoin sodium 
(phenytoin). 

Tridione is dispensed in capsules containing 0-3 g. 
(gr. 5) and the initial dose for infants is 0-3 g. daily; at 
2to 4 years, 0-6 g.; at 5 years and above, 0-9 g. daily. 
The usual dose for adults is 0-9 to 1-8 g. daily. In young 
children the contents of the capsule may be mixed with 
the food. If gastric distress occurs a liberal amount of 
fluid should be given with the drug. If after 1 month 
seizures are not controlled, the daily dose is increased 
by 0-3 g. at monthly intervals until therapeutic relief 
occurs, toxic symptoms appear, or double the initial dose 
is being taken. 

Of the various toxic effects photophobia and rashes 
are the most common. Photophobia is, however, much 
less common in young children, even when they are 
receiving larger doses per unit of body weight than older 
patients. More serious complications are toxic 
amblyopia, agranulocytosis, and, rarely, aplastic anaemia. 
Monthly blood counts are advisable during treatment, 
and the tridione should be discontinued if the poly- 
morphonuclear leucocytes fall below 1,600 per c.mm. or if 
anaemia appears. Tridione is unlike the anticonvulsant 
drugs in that its withdrawal is not followed by a flood of 
seizures. Weeks or months without medication may 
elapse before the petit-mal attacks return. 

The author emphasizes that tridione is not an anti- 
convulsant and should not be given to patients who have 
only grand-mal attacks, but when the petit mal is compli- 
cated by grand mal, as it was in 55% of his cases, tridione 
together with an anticonvulsant, such as phenobarbitone, 
N-methylphenobarbitone (‘‘ mebaral’’), methylphenyl- 
ethylhydantoin (“mesanton”), or sodium diphenyl- 
hydantoin (phenytoin), should be used. As phenytoin 
often causes an increase of petit mal, one of the other 
drugs mentioned is usually preferable. 

[This is an important paper and presents additional 
evidence for the author’s previously expressed views on 
the dramatic effect of tridione in the petit-mal triad 
(J. Amer. med. Ass., 1945, 129, 1069).] 

J. MacD. Holmes 


282. Granulocytopenia and Hyperkeratosis in Plantae 
Pedis after Treatment with “‘ Hydantal ’? (Methyldiphenyl 
Hydantoin). [In English] 

V. GausTaD. Acta Medica Scandinavica [Acta med. 
scand.] 127, 225-232, April 25, 1947. 1 fig., 17 refs. 


A male aged 27 had suffered from epilepsy since the 
age of 6 months. One week after beginning treatment 
with “* hydantal ”’, two tablets a day, the patient developed 
a macular rash, fever, and granulocytopenia lasting for 
10 to 12 days after the drug had been discontinued. 
Treatment consisted of four blood transfusions of 500 ml. 
each with 5 ampoules of “‘ campolon”’ (liver extract) 


of 5 ml. each and 675,000 units of penicillin intra- 
muscularly. During convalescence, hyperkeratosis of 
the soles of the feet occurred but subsided within 3 weeks. 
Hydantal consists of 0-1 g. methyldiphenyl hydantoin 
and 0-02 g. phenobarbitone. Although barbiturates may 
give rise to granulocytopenia, it is concluded that in the 
present case the toxic symptoms were produced by the 
hydantoin derivative, because they appeared a week after 
this drug had been started and because the patient had 
taken barbiturates before and he took them again 5 
months later without any toxic symptoms. Necrotic 
tonsillitis did not occur in the present case. A. Schott 


283. Diagnosis of Epilepsy in Service Cases- 
T. B. S. Dick. Lancet [Lancet] 1, 555-557, April 26, 
1947. 10 refs. 


The comparative efficiencies in the diagnosis of epilepsy 
of clinical judgment, the water pitressin test, and the _ 


. electroencephalogram (E.E.G.) are compared. A group 


of 164 patients, suspected of having epilepsy, was divided 
provisionally according to the history into definite (58), 
probable (48), and improbable (58). The E.E.G. 
tracings were assessed as negative (119), non-specific (37), 
and very suggestive (8). No case could be classed as 
pathognomonic. In the water pitressin test half a pint 
(284 ml.) of water was given every 2 hours and an injec- 
tion of pitressin 0-25 ml. (5 units) was followed by 0-5 ml. 
(10 units) every 4 hours for 40 hours. This test was not 
wholly devoid of unpleasant effects, and in 22 cases out 
of the 164 it was not completed, often because of vomiting 
or severe headache. This test gave 37 positive results 
and 83 negative. The cases were followed up for 
6 months; the final results are tabulated below: 


No. : either E.E.G. 
Clinical Diagnosis of or Water Pitres- 
” Cases Confirmed sin, or both, 
were Positive 
Definitely epilepsy .. | 58 s 
Probably epilepsy .. | 48 16 10 (oe. G ; 
WP. 2 
Improbably epilepsy 58 5 2 {E.B.G. 1 


The author concludes that the water pitressin test 
appears to be of more value than the E.E.G., and that 
clinical evaluation is more important than either. He 
ends with the plea that the E.E.G. should be kept in its 
rightful place as an aid and not allowed to usurp clinical 
assessment. 

[No clinical details are given, nor any clue to what 
criteria the author used in his clinical assessment. The 
experience in the R.A.F. was that the E.E.G. was 
positive or suggestive in a much higher proportion of 
cases. Fortunately in civil practice the need for making 
a definite diagnosis is rarely urgent enough for the water 
pitressin test, with its unpleasant possibilities, to be used 
as a routine.] N. S. Alcock 


—— 


Psychiatry 


284. A Study of the Minnesota Multiphasic Personality 
Inventory in Clinical Practice. With Notes on the 
Cornell Index 

H. C. Mopuin. American Journal of Psychiatry [Amer. 
J. Psychiat.) 103, 758-769, May, 1947. 4 figs., 24 refs. 


The Minnesota Inventory records in this report were 
obtained from 316 U.S. Army enlisted personnel receiving 
treatment in hospital for a variety of neuropsychiatric 
disorders. The material included large numbers of 
enuretics, epileptics, and alcoholics, who presented 
difficult diagnostic and medical problems. 

The author claims that the test is a valuable adjunct 
to clinical practice. Useful data are elicited in several 
psychosomatic illnesses and a considerable amount of 
psychopathological material is revealed by the test. At 
the same time the need for skilful interpretation of the 
results and the inability of the tests to supply a definite 
diagnosis are duly stressed. The test is not a substitute 
for psychiatric examination, but is of great help in the 
final assessment of the personality as a whole in relation 
to the symptoms presented. 

A further aim of this investigation was to find the 
relation of the inventory to anxiety states which were not 
included in the original test. This was done satisfactorily, 
although on an entirely hypothetical basis, by averaging 
the scores of the three diagnostic scales for hypochondri- 
asis, hysteria, and depression. The report includes a 
brief account of the test and its administration. Detailed 
figures for the various aspects of the investigation are 
given. A, Limentani 


285. Psychiatric Syndromes in Patients with Organic 
Brain Disease. I. Diseases of the Basal Ganglia 

C. BRENNER, A. P. FRIEDMAN, and H. H. MERRITT. 
American Journal of Psychiatry [Amer. J. Psychiat.} 103, 
733-737, May, 1947. 12 refs. 


This is the first of a series of studies on the psychiatric 
aspect of organic brain diseases. Twelve patients with 
basal ganglia syndromes and necropsy material from a 
small number of patients whose records were considered 
to be adequate were examined. The mental state of the 
patients was assessed by interview, psychometric investiga- 
tion (Wechsler-Bellevue), and reports from occupational 
therapist and nurses. 

In all the 6 cases of hepato-lenticular degeneration 
(Wilson’s disease) examined emotional tension was the 
cause of brief or prolonged changes in the severity of 
the motor disability. None of the patients showed 
abnormality of thought content but a marked lability of 
mood was a constant feature. There was no evidence of 
intellectual deterioration in 3 cases although neurological 
symptoms had been present for 6 years, 6 years, and 1 year 
respectively. There was deterioration in 1 patient who 


‘had been ill for 5 years. 
86 


Signs of intellectual deterioration associated with 
emotional instability appear sooner or later during the 
course of Huntington’s chorea. Involuntary movements 
decrease with concentration of attention. Unpleasant 
experiences tend to increase the chorea. In all cases the 
mood was variable, and 1 patient was definitely psychotic 
before the onset of choreic movements. 

The abnormal movements in dystonia musculorum 
deformans appeared to be made worse by voluntary 
effort. There was intellectual deterioration in 1 case 
but not in 3 others. The mental content was normal, 
and those patients who could get about in a wheel chair 
were socially well adjusted. 

Psychometric examination in double athetosis was 
admittedly difficult owing to the motor and speech 
difficulties. Only 2 patients were studied and they both 
proved defective on testing. They were normal in mood 
and thought content and were well adjusted to hospital 
routine. 

These findings agree with previous observations, In 
most of the patients there was no definite pattern of 
mood abnormality or ideation. There was intellectual 
deterioration where cortical damage occurs, as in the 
case of Huntington’s chorea. The authors emphasize 
that the abnormal movements are influenced by the 
psychic state. It is therefore reasonable to expect that 
symptoms could be improved by appropriate psycho- 
therapy as well as by the provision of a friendly and 
protecting environment. A. Limentani 


286. Rorschach’s Test as a Diagnostic Aid in Brain 
Injury 

J. A. Aira, R. M. REITAN, and J. M. RUTH. American 
Journal of Psychiatry [Amer. J. Psychiat.] 103, 770-779, 
May, 1947. 8 refs. 


The Rorschach-test records of 60 patients with definite 
evidence of brain injury were examined in an effort to 
determine the value of the test in the diagnosis of cerebral 
alterations, 100 patients without brain injury being the 
controls. Part of the investigation was only a rfe- 
evaluation of the work carried out by Piotrowski in 1937, 
who showed how certain responses are often obtained in 
post-traumatic cases. Ten signs were considered to be 
characteristic of the condition. Of these signs the 
present authors found that only perplexity, impotence, 
automatic phrases, and colour naming were of any value 
in identifying patients with organic conditions. Nine 
additional signs are described, and the results presented 
suggest that they may be even more helpful in the diag- 
nosis of cerebral injury than those already known. For 
instance, blots were considered to be actual objects by 
70% of patients with brain damage, irrespective of 
severity of injury, against 25% of the controls. Unclear 
definition of responses was given by 70% of the injured 
and only 15% of the controls. Catastrophic reactions 
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consisting of overt emotional displays during the test 
were definitely of value, being found in only 1% of con- 
trols bat in 31% of traumatic cases. Edging, holding the 
card at an unusual angle, and expression of frustration 
were important signs, occurring in 39% of the injured. 
Less obvious and valuable results, such as irrelevant 
comments, withdrawal and attack, or the covering of 
part of the cards, were obtained with other signs. An 
interpretative study of the records revealed that all 
patients with severe brain injury showed evidence of 
anxiety, while the majority of the records suggested some 
degree of depression and hypochondriasis. Indications 
of a disturbance resembling that in schizophrenia were 
often noted in the patients with lesions of moderate 
severity. A sense of inferiority was frequent in the mild 
cases, probably because of their insight into the after- 
effects of cerebral injury. 

[The signs described in this paper do not establish 
the presence or absence of a brain lesion, but they are 
undoubtedly indicative of those personality maladjust- 
ments which are known to occur in post-traumatic 
syndromes with organic changes in the brain.] 

A, Limentani 


287. A Group Study of the Effect of Glutamic Acid 
upon Mental Functioning in Children and Adolescents 

F. T. ZIMMERMAN, B. BURGEMEISTER, and T. J. PUTNAM. 
Psychosomatic Medicine [Psychosom. Med.] 9, 175-183, 
May-June, 1947. 3 figs., 15 refs. 


Previous work has shown that maze-running per- 
formances in rats had been improved by /(+-)-glutamic 
acid. It was important, therefore, 40 study the effect 
on human beings. The patients in this investigation 
included 44 who were mentally retarded and 28 who had 
convulsive disorders, 11 being in both groups. There 
was a sample of all age groups at various intellectual 
levels, and controls were observed. Dosage, ranging 
from 6 to 24 g. daily, was determined by observing the 
onset of abnormal motor or psychic activity and then 
reducing the dose till these abnormal signs disappeared. 
Gastric disturbance was sometimes seen but could 
generally be overcome by graduating the dose. Tests 
were made before administration and after 6 months’ 
dosage. Stanford-Binet, Wechsler-Bellevue, Kuhlmann- 
Binet, Arthur point scale, Merrill-Palmer, and Rorschach 
tests were used. The results show a definite increase of 
efficiency, irrespective of chance or practice, especially 
in “capacity to act intelligently’. The nature of the 
action of glutamic acid is doubtful, but it would seem 
to be related to the formation of acetylcholine, thus 
facilitating impulse transmission. R. G. Gordon 


288. Some Psychosomatic Aspects of Allergic Diseases 
J. H. MircHeELt, C. A. CurRAN, and R. N. Myers. 
Psychosomatic Medicine (Psychosom. Med.] 9, 184-191, 
May-June, 1947. 13 refs. 


It is often stated in the literature that allergic conditions 
are of emotional origin. Certain passages in this sense 
are quoted. To test this statement, records of 100 
consecutive cases of six common allergic syndromes were 


studied, especially in relation to sex, age, and their 
responses to skin tests. Observations show that 
allergic patients can be divided into two groups. The 
first is characterized by a high degree of positive skin 
tests and a reasonably clear-cut complaint, the second 
by negative or much less positive skin tests and a multi- 
plicity of complaints of irregular incidence. The latter 
group presents a large number of factors indicative of 
psychological maladjustment. As a result of psycho- 
logical treatment, even of a very simple sort, a state of 
psychological release is obtained in these patients, with 
a marked diminution of allergic symptoms. 
R. G. Gordon 


289. Psychogenesis and Psychotherapy of Ulcerative 
Colitis 

J. GROEN. Psychosomatic Medicine (Psychosom. Med.] 
9, 151-174, May-June, 1947. 20 refs. 


After a brief survey of the symptomatology and 
bacteriology of ulcerative colitis and of the unsatisfactory 
prognosis in spite of many and varied methods of treat- 
ment, attention is drawn to the observations of van der 
Heide, who found emotional disturbances in all patients 
examined by him with a conflict situation arising 
immediately before the onset of the disease. Although 
he is not psychoanalytically trained the present author 
continued these observations, and found an “ astonishing 
agreement with those originally obtained ’’. A complete 
life history was taken, with special attention to the 
emotional life of the patient shortly before the onset of 
the disease. An attempt was made to discover similarities 
in character of the patients and analogies in their con- 
flicts. The biographic anamnesis is less time-consuming 
in neuroses than analysis, though less useful. 

Patients with ulcerative colitis are of a high grade of 
intelligence, careful, fastidious, and over-sensitive. They 
appear to suffer from inferiority but this is based on 
narcissism; they are very egocentric. Their ambition 
in life is limited and they are fearful if not cowardly; 
aggressiveness is confined to words and does not appear 
in deeds. They are sentimental and constantly asking 
for love, though they give little. Love for them is 
idealized and sublimated, and they are usually frigid 
and selfish. In men there is usually a mother fixation 
with a fear of the father or his surrogate. In women the 
reverse situation is occasionally found. The patients are 
generally unwilling to discuss their emotional life and 
cling to the idea of the physical cause of their illness. 
The immediate conflict which precipitates the illness is 
often associated with the necessity to break with the 
mother or mother surrogate, at any rate if the patient 
finds himself in a situation with which he cannot cope, 
from which he cannot escape, and about which he cannot 
talk to anyone. Six case histories are fully recorded. 
They all show the character traits described and in - 
addition the precipitating conflict involving an acute 
love loss and humiliation about which the patients took 
no adequate action, neither assuring their own victory 
nor admitting defeat. : 

Treatment was on the whole successful and consisted 
of emotional catharsis along with encouragement and 
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positive suggestion. Obviously while the colitis may 
clear up with this treatment, the patient usually remains 
a neurotic, but a full psychoanalysis sometimes does 
harm in these cases. The author does not claim that it 
is proved that all cases of ulcerative colitis are psycho- 
genically determined, but suggests that this may well be 
so. The question as to how emotion can cause ulcers 
in the colon is obscure, but it is known that acute fear 
and anxiety may produce diarrhoea, and vagotonic drugs 
in dogs may give rise to spastic ischaemia, erosion, and 
haemorrhages in the colon. It is probably along these 
lines that a full explanation will ultimately be obtained. 
R. G. Gordon 


290. Weight of the Liver in Dementia Praecox and in 
Amentia. (Sul valore ponderale del fegato nella demenza 
precoce e nell’amenza) 

V. Lonco and F. D’ANpREA. Acta Neurologica [Acta 
neurol., Napoli] 2, 290-296, March-April, 1947. 19 refs. 


The weight of the liver of 30 schizophrenic patients and 
of 5 patients with confusional states was found to be 
considerably lower than the average weight for normal 
subjects. If 1,413 g. be taken as the average weight for 
normal subjects there was a difference of about 265 g. in 
schizophrenics and 362 g. in the confusional states. 
The authors claim that their observations support the 
views held by some workers on the presence of hepatic 
dysfunction in schizophrenia and in the amentias. 

A, Limentani 


291. General Paralysis of the Insane treated with 
Penicillin. Report on 7 Cases 

R. H. F. Smitn. Lancet [Lancet] 1, 665-667, May 17, 
1947. 6 refs. 


This is a preliminary communication on the treatment 
of 7 patients with general paralysis by calcium penicillin. 
The intramuscular route was chosen in all cases. The 
maximum dosage in one course was 2,400,000 units. 
Four patients received 20,000 units 3-hourly day and 
night to a total of 1,280,000 units, followed at an interval 
of a month or longer by a second course of 50,000 units 
4-hourly day and night to a total of 2,400,000. Two 
patients were given two courses of 50,000 units 4-hourly 
day and night to a total of 2,400,000, followed by a second 
course a month after the end of the first. One patient 
had one course of treatment totalling 2,400,000 units. 
No penicillin was found in the spinal fluid after this 
dosage. Febrile reactions were observed in 2 cases. 
One patient developed an urticarial skin rash. Jarisch- 
Herxheimer reactions were observed in 2 cases, 1 of 
them in association with the skin rash mentioned. A 
decrease in cells in the cerebrospinal fluid and a lowered 
protein content were early features. The cell count 
became normal in 5 cases. The colloidal-gold reaction 
revealed little change. The Wassermann reaction in the 
fluid remained unchanged in 5 cases within the period of 
observation and in the 2 others showed little change. In 
5 cases the blood Wassermann remained unaltered after 
two courses of treatment. In 1 case it had become 
negative 12 months after treatment. Four patients 


made a “ social recovery ’ and were at work 11, 12, 10, 
and 13 months respectively after treatment. One has 
greatly improved, 1 is unimproved, and 1 patient died, 
The current literature is reviewed. E. W. Anderson 


292. The Effect of Oral Adniinistration of Lactic Acid 
upon the Clinical Course of Depressive States 

H. LowensacH and M. H. GREENHILL. Journal of 
Nervous and Mental Disease [J. nerv. ment. Dis.] 105, 
343-358, April, 1947. 8 figs., 2 refs. 


The violent muscular activity of a generalized con- 
vulsion increases the lactic-acid content of the blood for 
a short period to 150 mg. per 100 ml. and even higher, 
and also raises the level of pyruvic acid in the blood. 
The authors, suggesting that this increase may play a 
part in the improvement which occurs in patients treated 
with induced convulsions, have carried out a clinical 
trial of the oral administration of lactic acid. The pre- 
paration contained 25 ml. of lactic acid (U.S.P.) and 25 ml. 
sodium lactate (60%) dissolved in 300 ml. of milk. 
Among normal subjects there were some who complained 
of gastric discomfort and nausea. These symptoms were 
followed by drowsiness, lassitude, and a feeling of 
relaxation. 

This treatment was givén to 45 depressed patients, 
who were studied in hospital and for 15 to 36 months 
after discharge; 28 of those were given the lactic-acid 
treatment alone, while 17 later received electrical con- 
vulsion treatment. From 12 to 18 doses of lactic-acid 
mixture were given to each patient. In addition to the 
immediate effects seen in the normal subjects, depressed 
patients tended to show greater freedom of emotional 
expression and of social activity. At first these were 
only observed objectively, but later subjective improve- 
ment was admitted. In some patients there was little 
or no improvement in the affective symptoms but a 
marked improvement in sleep. 

Studies of the levels of lactic acid in the blood were 
carried out in 31 cases, and it appeared that the dose of 
lactic-acid mixture caused a greater rise with a slower 
return to the normal level in the depressed patients than 
in the controls. The pyruvic acid levels showed com- 
parable changes. It is suggested that there may be a 
correlation between clinical improvement and the return 
to normal of lactic-acid metabolism, as demonstrated by 
a smaller rise and quicker return to normal as the patient 
improves. Some patients who did not improve with the 
treatment did not show this phenomenon. 

The authors do not make any sweeping claims for 
this form of treatment, but suggest that it may have some 
place in the management of depression and may lead to 
further developments; the paper shows evidence of 
careful work. Paul Mallinson 


293. Screening-out the Neurotic 
H. J. Eysenck. Lancet [Lancet] 1, 530-531, April 19, 
1947. 8 refs. 


The desirability of preventing the acceptance of neu- 
rotics for the Services was recognized after the 1914-18 
war, but efforts in this direction in the recent war were 
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not successful, to judge by the number of psychoneurotic | 


casualties. Conscription for the Services and the need 
for effective man power for industry make further studies 
on this subject necessary. Intelligence testing is not 
sufficient to exclude the maladjusted; hence the former 
tendency to contrast the objective methods of the psycho- 
logist with the subjective opinions of the psychiatrist 
formed at interviews often inadequate because of the 
time factor. 

The author considers that the two means of investiga- 
tion are complementary, and has compared six different 
methods by what he calls a screening index. Obviously 
no method can be completely accurate, and certain 
psychoneurotics will always be classed as normal and 
certain normal subjects as psychoneurotics. A man is 
considered to be psychoneurotic if he has appeared at a 
psychiatric unit [this, of course, only applies to the 
Services]; but that in itself is admittedly an inexact 
criterion. The screening index is represented by ‘> 
where P represents the proved psychoneurotics and N the 
normal individuals erroneously classified as psycho- 
neurotic. Of the six methods of screening examined, 
one was by an interview, two by questionaries, and three 
by objective tests. 
son were as follows: the author’s Maudsley medical 
questionary, 75; dark vision test, 63; suggestibility test, 
55; interview, 38; American questionary, 36; ranking 
Rorschach, 32. 

It is doubtful if any of the tests can give a reliable 
guide to the discovery of psychoneurotics before the 
latter show some definite signs of maladjustment. Large- 
scale work is necessary to follow up the results of these 
various tests singly andincombination. Itis toencourage 
this that the present paper has been written. 

R. G. Gordon 


294. The Effect of Anoxia as Measured by the Electro- 
encephalogram and the Interaction Chronogram on Psycho- 
neurotic Patients 

J. E. FINESINGER, E. LINDEMANN, M. A. B. BRAZIER, and 
E. D. CHAPPLE. American Journal of Psychiatry [Amer. 
J. Psychiat.] 103, 738-748, May, 1947. 15 figs., 22 refs. 


Study of the autonomic activity in psychoneurotic 
persons shows that they differ from normal persons in 
respect of heart rate, ventilation patterns, and oxygen 
utilization. Certain characteristics of their behaviour 
are similar to those seen in normal individuals in a 
state of anoxia. It is established that in both normal and 
Psychoneurotic persons anoxia causes a lowering of 
the dominant frequency in the electroencephalogram 
(E.E.G.), and that the frequency shift is positively corre- 
lated with the:degree of anoxia. In the present experi- 
ments observations have been made on 67 psycho- 
neurotics and 42 controls under conditions of anoxia and 
while breathing air, and the changes in behaviour and 
activity and in the E.E.G. were recorded systematically. 

Initially, all subjects are‘given 50 ml. of 50% glucose 
to raise the blood sugar above 110 mg. per 100 ml. and 
the E.E.G. record is taken for 2 minutes while the subject 


The percen:age results of a compari- - 


sits in the anoxia chamber, breathing air. The first 
interview of 30 minutes duration then takes place, during 
which further E.E.G. records are.taken and the activity 
and behaviour of the subject recorded. Nitrogen is then 
introduced into the closed chamber till the required 
degree of anoxia is attained, when there is a second and 
similar interview. The method of the interview is 
standardized carefully to a time schedule. The inter- 
action pattern is recorded by a concealed observer, with 
electrical markers recording on moving paper, in such a 
way that activity and inactivity are summed algebraically, 
giving net activity per unit time. E.E.G. records and 
gas samples are taken at intervals. The gases are 
circulated by a pump, and carbon dioxide is absorbed. 
Subjective sensations are recorded after the experiment. 
Two distinct types of reaction to anoxia are observed: 
(1) restlessness and distress, often demanding termina- 
tion of the experiment; (2) apathy and gradual loss of 
contact. The restless reaction is usually associated with 
autonomic concomitants, while the apathetic reaction has: 
an insidious onset. Approximately a fifth of all subjects 
were unable to finish the experiment. 

Three-quarters of all subjects show a decrease in 
verbal and gestural activity during anoxia, and this 
decrease is greater in psychoneurotics than in control 
subjects. Subjects having a high initial activity show a 
greater decrease in activity with anoxia than subjects 
having a low initial activity. In the latter types activity 
often increases under anoxic conditions. Psychoneurotics 
tend to be less active initially than controls and also to 
reveal a greater decrease in activity than controls, 
indicating that the disease is a factor in determining the 
effect of anoxia on activity. 

At low oxygen levels there were no E.E.G. changes in 
subjects with the greatest decrease in activity; the 
greatest E.E.G. changes were seen where there was little 
decrease or where there was increase in activity. This 
relation only holds for oxygen tensions below 10-5% 
oxygen. It thus appears that the changes in the central 
nervous system as reflected in the E.E.G. are inversely 
related to changes in activity. C. C. Evans 


= 


295. Electroencephalographic Patterns from the Base of 
the Brain 

M. GREENBLATT, D. FUNKENSTEIN, D. MILLER, and 
M. RINKEL. American Journal of Psychiatry [Amer. J. 
Psychiat.] 103, 749-757, May, 1947. 4 figs., 12 refs. 


The desirability of sometimes recording the electro- 
encephalogram (E.E.G.) with a non-cortical electrode 
has attracted several workers, and recordings with one 
lead from the cisterna magna, ventricle, or posterior 
nasopharynx have been described. i 

This paper deals with results obtained with a copper- 
solder pellet electrode applied to the posterior naso- 
pharynx. The electrode is held in apposition with a 
wooden applicator which is passed up the cocainized 
nostril, the exact location being determined radio- 
graphically. Two leads are described: (1) one anterior 
and inferior to the sphenoid sinus, the “* basal sphenoidal 
lead ’’; (2) one more anteriorly, near the end of the 
cribriform plate, the ‘“* basal spheno-ethmoidal lead ’’. 
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In the latter position the electrode is actually nearer to 
the brain tissue, and this lead is considered of value 
in recordings from the orbital front areas. Scalp 
electrodes were placed on the frontal motor, temporal, 
and occipital areas. The reference electrode was 
applied to both ears together and grounded, except where 
triangulation was employed for location. The nose-ear 
inter-electrode resistance was of the order of 5,000 ohms. 
Artefacts recorded from the nasal lead are mainly of 
circulatory origin, apart from those due to respiration 
and swallowing movements. For this reason it was 
considered essential to record the electrocardiogram 
simultaneously with the E.E.G. 

The electrical activity from the basal lead is usually 
of lower voltage and more irregular than that from the 
cortical leads, and often resembles most the pattern from 
the temporal lead. The alpha rhythm is present in a 
small amount, and blocks with visual stimulation, giving 
place to low-voltage random activity. Over-breathing 
causes a build-up of voltage, but the episodic discharges 
often seen in the cortical leads are not always present at 
the base. In a case of petit mal the spike-and-wave 
discharge at the base began later than that in the cortical 
leads. Stimulation of the autonomic mechanisms by 
adrenaline and mecholyl revealed greatest disturbance in 
the basal lead. “Sodium amytal” produced fast 
activity in all leads. In 1 case, with gross basal brain 
pathology, “* phase reversal’ was obtained at the basal 
lead when triangulated with the motor and occipital 
leads. In a second case with a right occipital lesion no 
disturbance was found in the basal lead. The basal 
activity appears to-be a variable but complex composite 
of electrical activity from a variety of adjacent structures. 

C. C. Evans 


296. Studies in Primary Behaviour Disorders and 
Psychopathic Personality. II. The Inheritance of Electro- 
cortical Activity 

J. S. Gorruies, M. C. Asupy, and J. R. KNotr. Ameri- 
can Journal of Psychiatry [Amer. J. Psychiat.] 103, 823- 
827, May, 1947. 7 refs. 


It has been shown that a high incidence (about 50°%) 
of abnormal electroencephalograms (E.E.G.) occurs in 
groups of psychopathic patients, both child and adult, 
where there is no organic illness of recognized pathology. 
In the present work 160 children with primary behaviour 
disorder, 139 adults of psychopathic personality, and 


_ 98 parents of 58 of the patients have been examined. 


The percentage of abnormality is significantly greater 
in groups where there is a family history of psychosis, 
social maladjustment, or epilepsy, or a personal history 
of trauma or severe illness, suggesting the presence of 
both genetic and histogenic determinants of the E.E.G. 
abnormality. The occurrence of paroxysmal abnormality 
is significantly greater in children with primary behaviour 
disorder than in adult psychopaths; this may be due to 
the inclusion in the first group of some cases of pre- 
clinical epilepsy. The results of these experiments are 
contrasted with the abnormality distribution previously 
reported by Gibbs, C. C. Evans 


297. Electric Convulsive Therapy in Geriatrics 
A. GALLINEK. New York State Journal of Medicine 
[N.Y. St. J. Med.] 47, 1233-1241, June 1, 1947. 40 refs, 


The author gave electric convulsion treatment to 1g 
patients suffering from affective disorders. Their ages 
ranged from 60 to 84. In the light of his experience he 
considers that neither old age as such, nor hypertensive 
vascular disease, generalized or cerebral arteriosclerosis, 
diabetes, or arthritis is a contraindication. About half 
of the subjects were treated as out-patients. They usually 
received three treatments per week at first, but the 
frequency was reduced to two or one per week when 
marked memory defects appeared. The post-con- 
vulsive confusion did not last longer than in younger 
patients; all ambulatory patients were able and fit to 
leave the consulting room an hour and a half after the 
administration of the shock. The average number of 
treatments required was lower than in younger persons. 

E. Guttmann 


298. A New Euphoriant for Depressive Mental States — 
G. T. StockinGs. British Medical Journal [Brit. med. 
J.] 1, 918-922, June 28, 1947. 9 refs. 


In the first part of this article the author gives his 
personal views on the aetiology of certain psychiatric 
disorders. Chronic neurotic depressions, anxiety states, 
reactive and hysterical depressions, and obsessional 
disorders as well as “‘ the milder forms of depressions of 
later life, in which dysphoria is unaccompanied by 
hallucinosis, delusions, and other gross psychotic 
symptoms” are grouped together as the syndrome of 
thalamic dysfunction and considered to be due primarily 
to a disturbance of the thalamic-hypothalamic mechanism, 
“* possibly a metabolic disorder ”’. 

A discussion follows on the choice of drugs which may 
be used to alleviate the symptoms of thalamic disorder. 
Drug addiction, it is stated, is confined to drugs of the 
cocaine and morphine groups. So long, therefore, as 
a “euphoriant’’ does not belong to either of these 
groups it should be safe from abuse. [Addiction to 
alcohol and paraldehyde is not mentioned.] 

The author then describes a clinical trial of ** synhexyl” 
—a synthetic cannabis-like derivative, having the formula 


OH 
His 
CH, CH; 
A dose of 5 to 15 mg. orally in normal subjects produces, 
after a latent period of 14 to 3 hours, sudden onset of a 
sensation of lightness and mild intoxication, accom- 
panied by tachycardia, palpitation, and feelings of 
oppression in the head and chest. Transient feelings of 


anxiety and vertigo may occur and the euphoric effect 
quickly follows. Later, this gives way to a sense of 
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dreamy apathy and contentment, which with larger doses 
may reach the stage of ecstasy. With the larger doses, 
disorders of perception, similar to those associated with 
cannabis indica, may be experienced. Appetite is 
ysually increased and sleep following the intoxication 
is normal and dreamless. It is said that there is little 
or no deleterious effect upon intellectual performance. 
The symptoms of intoxication occur in rhythmic waves, 
with intervening periods of normality, and the average 
duration of the effects is from 8 to 10 hours. 

In depressive patients the effects are qualitatively 
similar, but a larger dose of 15 to 90 mg. is required. Of 
the 50 cases tested, 36 are said to have improved. Among 
the “ neurotic ’’ depressions, the quiet apathetic type of 
patient with depression and general asthenia appears to 
do best. Of the dysoxic ’’ or psychotic ’’ depressions, 
those in the chronic stationary phase respond best. 
Acute psychotic depressions did not respond well. Six 
brief case histories are given, in all of which improvement 
is reported. The age of the 6 patients ranged from 32 
to 67. The improvement was not maintained after 
cessation of treatment with synhexyl, and the period of 
time over which the drug was administered is not stated. 

Paul Mallinson 


299. Acetylcholine Therapy in Schizophrenia. (La 
terapia acetilcolinica della schizofrenia) 

A. M. FIAMBERTI. Medicina Internazionale [Med. int., 
Milano] 55, 60-65, March-April, 1947. 4 refs. 


The use of acetylcholine in the treatment of schizo- 
phrenia was first introduced by the author in 1937 after 
experimental work on animals. The treatment consists 


. Of the intravenous injection of acetylcholine bromide in 


dosages varying from 0-25 to 0-50 g. diluted in 2 ml. of 
distilled water. The solution is prepared immediately 
before use and is injected at the rate of 1 ml. per second. 
A typical reaction is characterized by complete loss of 
consciousness with vascular and neuro-vegetative mani- 
festations. There may be a convulsion, which is mild 
and of short duration. In a complete course of treat- 
ment 100 daily injections are given with a 10-day interval 
after each series of twenty injections. Tuberculosis, 
fevers, and general debility are contraindications. No 
special precautions need be taken during the actual 
administration, but atropine sulphate and adrenaline 
should be held in readiness. Out-patients can be treated 
satisfactorily, since the reaction lasts just under 2 minutes 
and the effects of the drug wear off rapidly. 

From 1937 to 1942, 311 schizophrenics were treated 
and a follow-up study was carried out up to 1944. There 
were 81-33% total remissions in patients with an illness 
of less than 1 year’s duration; 33-33% remissions in 
patients who had been ill from 1 to 3 years; and 24-39% 
remissions in cases of over 3 years’ duration. After 
8 years there had been relapse in 25-8% of cases with 
previous remission. 

The author claims that the treatment has numerous 
advantages over other methods. There were no deaths 
or surgical complications in the series. The treatment 
has no ill effect on the cardiovascular system; the drug 
is not toxic and is easily eliminated. There is no amnesia 


or other psychological complication. Histological in- 
vestigations in control animals have shown no evidence 
of cerebral damage. Finally the treatment is easily 
administered and is less expensive than other methods. 
The latter part of the paper is devoted to an interpreta- 
tion of the therapeutic action of acetylcholine. The 
author bases his views on the assumption that it is the 
chemical transmitter of the nervous impulse. He suggests 
that even in synapses which unite psychically acting 
neurones acetylcholine represents the necessary element. 
In its absence psychic blockage and derailment of 
associational power may occur, as observed in schizo- 
phrenia. The rapid introduction of acetylcholine may 
influence the mechanism responsible for the regular 
production of the substance in the central nervous 
system. The substance would then act as a para- 
sympathetic hormone. In its therapeutic action it 
resembles other hormones, acting as a substitute for the 
hormonal deficiency and at the same time stimulating the 
organs responsible for its production. As in the case 
of other hormones, prolonged stimulation is necessary to 
re-establish a normal and stable function of a diseased 
organ. This interpretation can only be applied to the 
schizophrenic group of psychoses, especially to those 
syndromes showing marked dissociative symptoms. To 
those psychoses which appear to benefit from this treat- 
ment the term acetylcholine psychosis could be applied. 
Workers from other countries have reported favourably 
on the treatment, although their conclusions were based 
on a very limited number of cases. A. Limentani 


300. d-Tubocurarine Chloride in Electro-convulsion 
Therapy 

A. Gituis and D. D. Wesster. British Medical Journal 
[Brit. med. J.] 1, 451, April 5, 1947. 2 refs. 


d-Tubocurarine chloride is effective in minimizing 
convulsions in electro-convulsant therapy. The authors 
used it with success in cases where the physical condition 
was a contraindication. The patient’s tolerance to the 
drug is tested with small doses before electro-convulsant 
therapy. The initial dose should be 1 mg. per stone 
(0-6 mg. per kilo) of body weight, and this is increased 
on successive days until the patient is unable to raise his 
head from the pillow after 4 to 5 minutes. The depres- 
sant action of the drug on the respiration was observed, 
but no synergistic action with E.C.T., also a respiratory 
depressant, was noted. A. Limentani 


301. The Effects of Electric Convulsive Therapy on 
Certain Personality Traits in Psychiatric Patients 

B. L. Pacetta, Z. Prorrowski, and N. D. C. Lewis. 
American Journal of Psychiatry [Amer: J. Psychiat.] 104, 
83-91, Aug., 1947. 4 figs., 9 refs. 


302. Effects of Cerebral Electro-shock on Experimental 
Neuroses in Cats 

J. H. MASSERMAN and M. G. Jaques. American Journal 
of Psychiatry [Amer. J. Psychiat.) 104, 92-99, Aug., 
1947. 2 figs., 42 refs. 
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Infectious Diseases 


VIRUS INFECTIONS 


303. Influenza. A Preliminary State-wide Survey Using 
Routine Blood Specimens 

G. Datiporr and C. E. Rice. American Journal of 
Medicine [Amer. J. Med.] 2, 35-39, Jan., 1947. 1 fig., 
13 refs. 


In New York State enormous numbers of blood samples 
for serological tests for syphilis are received every year, 
and the authors have utilized sera that failed to react to 
the complement-fixation test for the estimation of 
influenza virus antibodies. It was hoped to gain informa- 
tion concerning the incidence of A and B virus infections. 

The material examined included three series of about 
300 pools, each consisting of five sera, from various 
areas of New York State. The first series was collected 
in the early summer of 1945, the second in the following 
December at the beginning of an epidemic of mild 
influenza, and the third towards the end of January 
and beginning of February, 1946. Control sera from 
patients concerned in the December epidemic were 
collected during the acute and convalescent phases of 
influenza. All sera were submitted to the Hirst test and, 
in addition, to a quantitative complement-fixation test. 
The sera from the patients reacted to the two tests equally 
well, and the results clearly indicated that the outbreak 
was due to a virus B infection. The two tests applied 
to the pooled sera failed to give any definite information 
on the mean titres of antibodies of viruses A and B, 
but there was a significant rise in the proportion of the 
pools with high titres in the post-epidemic series with the 

complement-fixation test. The authors conclude that 
the latter test is the more promising and that a continua- 
tion of the study is justified. 

[Individual antibody response shows such wide varia- 
tions that serum pools, even of small groups, may so 
dilute antibodies that significant results will be difficult 
to appreciate. Until such time as much more experience 
of this type of survey is available its value must remain 
in doubt.] H. J. Bensted 


See also Section Microbiology, Abstract 116. 


304. Immunity to Yellow Fever Five Years after Vaccina- 
tion 
C. R. ANDERSON and A. GastT-GALvis. American 


Journal of Hygiene [Amer. J. Hyg.) 45, 302-304, May, 
1947. 9 refs. 


The authors examined selected groups of children and 
adults vaccinated against yellow fever 5 years ago, in 
order to determine what changes had occurred in their 
immune status since vaccination and whether revaccina- 
tion was advisable. They came to the conclusion that 
neither children nor adults required revaccination, since 
most of them still had a high level of neutralizing 
antibodies. Franz Heimann 
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305. Cause of Congenital Defects Following Rubella in 
Mother; Role of Adrenals 

E. E. Brown. Northwest Medicine [Northw. Med.] 46, 
288-294, April, 1947. 2 figs., 121 refs. 


This short but important paper quotes no fewer than 
121 references in support of the view that the congenital 
defects resulting from rubella in the mother during early 
pregnancy are caused mainly by the attack of the virus 
on the embryonic adrenal cortex. So important is the 
function of the foetal adrenal cortex in controlling the 
growth of brain, heart, and ectodermal and mesodermal 
tissues generally, that maldevelopment of these tissues 
can be accounted for completely by a lesion of the 
adrenal cortex. It is unnecessary to postulate direct 
viral damage to the individual structures, except in the 
case of opacities of the lens, cornea, and vitreous body, 
which may be produced by a direct effect. 

While the most common congenital defects of the infant 
attributed to rubella in the mother are congenital heart 
disease, cataract, and deaf-mutism, many other defects 
have been reported. Theseinclude: (1) ocular anomalies 
—buphthalmos, pigmentation of the retina, strabismus, 
microphthalmia, nystagmus, dacryostenosis, foetal iritis, 
and foetal uveitis; (2) cerebral anomalies—micro- 
cephaly, cerebral agenesis; (3) general defects—cleft 
palate, umbilical and inguinal hernia, hypospadias, 
cryptorchidism, talipes equino-varus, spina bifida occulta, 
hydrocephalus, and mongolism; (4) persistent thymus; 
(5) clinical phenomena—sucking and feeding difficulties, 
malnutrition and retarded physical development, pre- 
maturity, asthenia, cyanosis, retarded eruption of teeth, 
marked sensitivity to atropine, susceptibility to respiratory 
disease, purpura, severe anaemia, pyloric stenosis, and 
mental deficiency. 

Normal physical and cerebral development in utero 
seems to be dependent on an intact adrenal cortex. 
Hypoplasia or complete absence of the adrenals is the 
usual finding in stillbirths due to anencephaly and other 
monstrosities. The possible importance of adrenal 
function in the foetus is suggested by the size of these 
glands in foetal life. In the 3-month foetus they are 
approximately as large as the kidneys. The degree of 
cerebral defect in infants, varying from anencephaly to 
idiocy or mental retardation, seems to depend on the 
degree of adrenal deficiency. 

Cataract may be produced either by insufficient 
adrenal cortical control or, more probably, by a direct 
effect of rubella virus on the lens anlage, which is vulner- 


able during its critical period of development between the — 


fifth and ninth weeks of foetal life. Microphthalmia, 
congenital glaucoma (buphthalmos), and dacryostenosis 
are pure developmental defects most probably associated 
with deficient growth of the structures or with lack of 
vascular tone and consequent disturbed secretion. All 
these conditions could, however, arise from hypoadrenia. 
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Pigmented spots on the fundus have probably a similar 


_ defects include delay in closure of the inter- 
ventricular septum, ductus arteriosus, and foramen ovale. 
The critical period for their development is from the 
fifth to the eighth week, and they have been related by 
various observers to an associated adrenal hypoplasia. 
Heart anomalies as well as eye defects, enlarged thymus, 
small brain, hernia, cleft palate and hypospadias are not 
uncommon in mongolism, 2 cases of which occurred in 
a series of 45 infants whose mothers had had rubella. 
The association of congenital hydrocephalus with 
hypoplastic adrenals and the antagonism and inter- 
relationship between the adrenals and thymus have been 
clearly established. The conditions most indicative of 
cortical hypoadrenia in the infants under consideration 
are retinal pigmentation, anorexia, asthenia, susceptibility 
to infection, and persistence of thymus, while suggestive 
conditions are arrested development, prematurity and 
immaturity, pyloric stenosis, glaucoma, and mongolism. 
In mongolism there is impairment of the adrenal cortex. 
H. Stanley Banks 


306. Vitamin A in Infective Hepatitis 

A. D. Harris and T. Moore. British Medical Journal 
[Brit. med. J.] 1, 553-558, April 26, 1947. 3 figs., 
33 refs. 


This investigation began with a study of dark-adapta- 
tion of 37 patients with infective hepatitis. By means of 
the Craik adaptometer, tests were made at intervals 
during the course of the illness, and, in 14 patients, 1 
month after discharge from hospital. The results 
revealed a significant difference in the average final rod 
threshold—that is. an inferior visual capacity after 
complete dark adaptation—in patients tested within 
20 days of admission. Similarly, there was a significant 
change in patients re-tested after convalescence, shown 
both as an improved final rod threshold and a shortening 
of the cone-rod transition time. The ingestion by 
4 patients of 96,000 i.u. vitamin A daily for several days 
seemed to lead to an improvement in dark adaptation in 
3 of them, but the authors are not prepared to attach 
much importance to these findings. They conclude 
that in individual subjects dark adaptation is not such 
a good index of vitamin-A abnormality as is the level of 
the vitamin in the plasma. 

Examinations of the blood, faeces, and urine were made 
in another series of patients with a view to gaining in- 
formation about the metabolism of vitamin A in this 
disease. The average level of vitamin A in the serum 
the first 4 days after admission of the patients was about 
55 iu. per 100 ml. (average of normal subjects 118 i.u.). 
The lower values were found in the older patients and in 
those with pyrexia, but there was no correlation with 
anorexia. During the course of the disease the level of 
vitamin A in the serum gradually rose; it reached an 
average value of about 115 i.u. per 100 ml. in the third 
week after admission and seemed to rise to values slightly 
above normal after that. Similar alterations were seen 
in the level of carotenoids, which, however, returned 
more slowly to their original levels. With these altera- 


tions in vitamin A and carotenoids there was a parallel 
change in the level of prothrombin and in the hippuric 
acid tolerance, and an inverse change in the bilirubin of — 
the plasma. 

When large doses (96,000 i.u.) of vitamin A were given 
on One or more occasions to patients there was often, 
especially in the early stages of the disease, a considerable 
excretion of the vitamin in the faeces and occasionally a 
small excretion in the urine. This was not found either 
in normal subjects or in convalescent patients. The 
large doses also often failed to produce the normal rise 
in the level of the vitamin in the blood, though this was 
not consistently related to the faecal excretion or to the 
low initial value in the plasma. The examination of a 
few specimens of liver suggested that the amount of the 
vitamin was not seriously reduced in infective hepatitis. 
The authors suggest that in this disease different patients 
may show different degrees of disturbance in the various 
stages of metabolism of vitamin A—its absorption from 
the intestine, its storage in the liver, and its release into 
the blood stream. J. Yudkin 


307. The in Vitro Action of Filtrates of Penicillium 
notatum, Actinomyces griseus, and Bacillus subtilis 
on Vaccinial Virus. (Les complexes antagonistes des 
filtrats de Penicillium notatum, d’ Actinomyces griseus, de 
B. subtilis et leur action in vitro sur le virus de la vaccine) 
G. RAMON and R. RicHou. Comptes Rendus Hebdo- 
madaires de I’ Académie des Sciences [C.R. Acad. Sci., 
Paris] 224, 1407-1410, May 19, 1947. 18 refs. 


In contradistinction to penicillin and streptomycin, 
filtrates from cultures of Bacillus subtilis are said to 
inactivate the virus of vaccinia after 24 hours at 37° C. 

G. M. Findlay 


308. Recovery of Western Equine Encephalomyelitis 
Virus from Wild Bird Mites (Liponyssus sylviarum) 
in Kern County, California 

W. C. Reeves, W. McD. HAMmon, D. P. FuRMAN, H. E. 
McCvure, and B. BROOKMAN. Science [Science] 105, 
411-412, April 18, 1947. 9 refs. 


A brief report is given of the isolation on two occasions 
of Western equine encephalomyelitis virus from mites 
collected from the nests of wild birds. Approximately 
1,000 mites, identified as Liponyssus sylviarum, were 
collected from the nest of a yellow-headed blackbird and 
tested in four pools by the combined intracerebral and 
intraperitoneal routes in 21-day-old white mice. All 
mice became ill, developing signs of encephalitis, and died 
between the third and sixth days after inoculation. 
Identification of the infecting agent was undertaken, after 
three serial passages, by challenge inoculation of immune 
guinea-pigs and by specific neutralization tests. Of four 
strains isolated in this manner three proved to be the 
virus of Western equine encephalomyelitis, and judgment 
is reserved on the identity of the fourth until it has been 
further studied. 

- Similarly 400 mites from the nest of an English sparrow 
were examined in two pools, and Western equine 
encephalomyelitis virus was isolated from one of the 


pools. The mites in this group were identified as L. 
sylviarum, and Dermanyssus americanus Ewing. In a 
brief discussion of these results the authors suggest that 
until persistence of infection and transmission by bite 
under experimental conditions can be demonstrated it 
would be wiser to defer interpretation of the possible 
part played by mites in the epidemiology of this disease. 
A. Henderson-Begg 


See also Section Microbiology, Abstracts 124-127. 


POLIOMYELITIS 


309. Vasomotor Disturbances in Poliomyelitis, with 
Special Reference to Treatment with Paravertebral 
Sympathetic Block 

V. J. CoLitins, W. L. Foster, and W. J. West. New 
England Journal of Medicine [New Engl. J. Med.] 236, 
694-697, May 8, 1947. 7 refs. 


Paravertebral sympathetic block was performed in 
17 cases of poliomyelitis in adults, to relieve vasomotor 
and sudomotor disturbances; in 7 patients it was per- 
formed twice, in 6 three times, in 2 four times, and in 
1 six times. Relief was obtained in all cases, and several 
patients, studied for 6 months afterwards, had continued 
relief. 

The patients were given 0-2 g. sodium “ amytal”’ 90 
minutes before the nerve block, and a small dose of 
morphine and scopolamine 30 minutes later. Lumbar 
paravertebral sympathetic block was used for involvement 
of the legs, and stellate ganglion block for the arms. 
The technique employed was that of Ochsner and De 
Bakey (New Engl. J. Med., 1941, 225, 207). Patients 
were placed in the lateral recumbent position; only one 
side receiving a course of injections at a time. Skin 
wheals were raised 4 to 6 cm. lateral to the spinous 
processes of the first four lumbar vertebrae, and the tissues 
down to the transverse processes were then infiltrated 
with 1% procaine. Sympathetic block needles were 
inserted through wheals perpendicular to the skin to 
make contact with the transverse processes. The needles 
were then withdrawn and redirected about 30 degrees 
medially and 30 degrees cephalad, so as to pass above the 
transverse processes until the body of the vertebra was 
touched. The needle was introduced further so as to 
slide off the body of the vertebra and to be near its 
antero-lateral surface. After aspiration showed the 
needle not to be in a blood vessel, 6 ml. of 2% procaine 
was injected. 

Stellate ganglion block was performed by an antero- 
lateral approach. A skin wheal was raised about 2 cm. 
above the midpoint of the clavicle. A 22-gauge 7-5-cm. 
needle was inserted through the skin wheal downward, 
medially, and posteriorly to make contact with the first 
rib. It was then withdrawn and swung into the frontal 
plane of the body and perpendicular to the midline. 
On further introduction the tip impinged on bone, either 
of the transverse process of the seventh cervical vertebra, 
or the neck of the first rib, or the body of the seventh 
cervical vertebra between these points. Approximately 
8 ml. of 2% procaine solution was then injected. 
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All patients treated show definite improvement of 
the peripheral circulation. Subjective improvement 
usually occurred within 10 minutes of injection, and lasteg 
about 3 days after the first block and progressively longer 
aftér subsequent blocks. All signs of vasospasm dis. 
appeared within 20 minutes of injection. The transition 
from a cold cyanotic,limb to a warm pink one was rapid 
and intense, and a sweating limb usually became dry 
within 20 minutes. Oedema disappeared slowly in alj 
cases, improvement beginning usually after the second 
block. 

A detailed report is given of 3 cases with spasm, pain, 
and tenderness, in all of which symptoms were com- 
pletely relieved. The encouraging results obtained jp 
adults are believed to warrant a trial in children. 

B. S. P. Gurney 


310. Histopathologic Changes Associated with Human 
Poliomyelitis 

M. SCHEINKER. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 57, 565-577, May, 
1947. 9 figs., 10 refs. 


This paper is a brief but well-illustrated presentation of 
6 cases of acute anterior poliomyelitis studied in the 
Neuropathological Department of the Cincinnati 
General Hospital. The results support the now generally 
held view that this disease of the central nervous system 
is not as focal as was formerly thought but can be wide- 
spread in its incidence. Contrary to the view of earlier 
workers and in support of the experimental! studies 
of Hurst and Sabin, the author finds no direct paral- 
lelism between the neuronal destruction and the inflam- 
matory reactions in the mesoderm. Cellular infiltration, 
for instance, is most intense in the medulla and midbrain, 
especially in the vicinity of the nucleus ambiguus, sub- 
stantia nigra, and aqueduct, in all of which places 
neuronal destruction is slight compared with that in 
the anterior horns of the spinal cord. These cases, in 
that they exhibited massive inflammatory changes in the 
region of the vagal nuclei, tend to support the view of 
Sabin that the virus may spread from the upper part of 
the alimentary tract to the brain through the fifth, 
seventh, ninth, and tenth cranial nerves. 

W. H. McMenemy 


RICKETTSIAL INFECTIONS 


311. Complement Fixation: ‘The Antigenic Power of 
the Constituents of Typhus Vaccine. Results in the 
Vaccinated and in Convalescents. (Au sujet de la 
réaction de fixation du complément. Pouvoir antigéne 
des constituants d’un vaccin antityphique. Résultats 
chez des vaccinés et des convalescents) 

P. Giroup and A. Jupe. Bulletin de la Société de 
Pathologie Exotique [Bull. Soc. Path. exot.| 40, 142-147, 
May-June, 1947. 7 refs. 


Formolized rabbit lung can be used as an antigen for 
complement fixation in typhus—a reaction first described 
by Mosing in Poland (Medycyna Doswiadez, 1937, 12, 
393). Purified suspensions of rickettsiae and soluble 
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cts of lung were equally effective as antigens: 
cellular debris, either ground up or not, were only slightly 
active aS antigens. Complement fixation could be 
obtained both with the sera of those recently vaccinated 
against typhus and in those who had recovered from a 
spontaneous infection at least a year previously. 
G. M. Findlay 


312. Q Fever in the United States. An Outbreak 
among Stock Handlers and Slaughterhouse Workers 
Epidemiologic Studies 

N. H. Toppinc, C. C. SHEPARD, and J. V. IRONS 


I. Clinical Data 
J. V. Irons and J. M. HOOPER 


Serologic Observations 
J. V. Irons, J. N. Murpuy, and D. M. WOLFE. 


IV. Isolation. and Identification of Rickettsias. 

H.R. Cox, W. C. Tesar, and J. V. Irons. Journal of the 
American Medical Association [J. Amer. med. Ass.) 133, 
813-821, March 22, 1947. 5 figs., 34 refs. 


This series of four short papers deals with the epidemio- 
logical, clinical, serological, and bacteriological reports 
on an outbreak of Q typhus among stock-handlers and 
slaughterhouse workers in Amarillo, Texas, in March, 
1944. [Q fever due to Rickettsia burneti was originally 
described in Queensland and the north-east coastal 
region of Australia in 1937, and was found in Washington, 
D.C., in 1940, and also among U.S. troops in the 
Mediterranean area in 1945-6.] The Texas outbreak 
was explosive in character. All the cases, 55 in number, 
occurred in adult males, among 136 employees in the 
wholesale meat trade—an attack rate of 40%. The 
disease primarily affected those engaged in slaughtering 
the animals and handling the freshly killed meat. Among 
38 employees in these categories there were 26 cases— 


an attack rate of 68%. This high rate suggested that © 


there was little immunity in the group, and it might be 
inferred that this outbreak represented the first effective 
exposure of these men to the disease. No evidence was 
obtained implicating arthropods in the spread of infection, 
nor was there evidence of spread from person to person. 
The infectious agent was not traced in any of the animals 
slaughtered, nor did the latter appear to suffer in any 
way from the infection. The high attack rate among the 
slaughtermen within the known incubation period of 
14 to 26 days did, however, indicate a particular batch of 
41 cattle as the probable offenders, and that infection 
from them was direct, as in laboratory infections. It is 
well known that R. burneti is an extremely infectious 
agent in the laboratory, and that it is resistant to many 
chemicals which are lethal for most micro-organisms. It 
persists in guinea-pigs for considerable periods after 
infection, and it seems to be able to cause inapparent 
infection in cattle. 

Clinically, the cases exhibited wide variations in 
severity, from a mild influenza-like attack to grave 
illness with 2 deaths. The onset was usually abrupt, 
with frontal headache, chills and general malaise, high 
fever of 5 to 15 days’ duration, a normal white cell count, 


and distinct and even gross radiological evidence of 
pulmonary lesions with minimal respiratory symptoms 


-and physical signs. There was no characteristic rash as 


in other rickettsial infections. Convalescence was rapid; 
sulphonamide and penicillin treatment was ineffective. 
Cases with pulmonary lesions may thus be difficult to 
distinguish clinically from cases of primary atypical 
pneumonia and psittacosis, and cases without evidence 
of pulmonary lesions may clinically resemble typhoid, 
typhus, or Brucella abortus fevers. The diagnosis was 
established by the complement-fixation test with Q-fever 
antigen, the titre rising from the second week after onset 
of the illness. The Weil-Felix test was negative, as it 
invariably is in Q°fever. A small group of persons 
presumably exposed to the infection but not ill were 
found to give positive complement-fixation tests. These 
were presumably cases of inapparent infection. In 2 
cases R. burneti was recovered from the blood during 
the acute phase of the illness, by inoculation of the blood 
serum into the dilute brown agouti strain of mouse. 
It is emphasized, however, that in diagnosis the sero- 
logical test is preferable to the isolation of the organism, 
owing to the extreme infectiousness of this agent in the 
laboratory. H. Stanley Banks 


313. Rapid Detection of Typhus Rickettsiae in Ecto- 
parasites by Absorption of Specific Agglutinins. (Détec- 
tion rapide du virus typhique chez les ectoparasites par 
l’absorption des agglutinines spécifiques) 

P. Grroup and J. JApIn. Comptes Rendus Hebdo- 
madaires de I’ Académie des Sciences [C.R. Acad. Sci., 
Paris] 224, 1455-1456, May 19, 1947. 2 refs. 


A method of determining the type of rickettsiae present 
in ectoparasites or in their excreta is described. Anti- 
sera against louse-borne and flea-borne typhus rickettsiae 
are prepared: the ectoparasites, lice or fleas, or their 
excreta, are ground up to form a suspension which is 
placed in contact with the antisera. After centrifugation 
the agglutination titres of the treated and untreated sera 
are tested against the two types of rickettsiae. The 
treated sera will show a reduction in agglutination titre 
if the insects or their excreta contain the specific 
rickettsiae. G. M. Findlay 


See also Section Microbiology, Abstract 120. 
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314. Septic Staphylococcemia Successfully Treated by 
Penicillin and Bacteriophage 

W. J. MAcCNEAL, A. BLEviINS, and R. MCGRATH. 
Archives of Internal Medicine [Arch. intern. Med.] 79, 
391-400, April, 1947. 2 figs., 6 refs. 


This paper describes in detail the treatment of a single 
case of septic staphylococcaemia by penicillin and 
bacteriophage. The patient, a white woman aged 64, 
was admitted to hospital on Dec. 31, 1944, having been 
ill with rigors and fever for 1 day. Her temperature on 
admission was 104-6° F. (40-3°C.). An inflammatory 
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area in the great toe may have been the site of entry of 
the infection. Blood culture yielded Staphylococcus 
aureus on admission and on the 3 following days. The 
organism in vitro was resistant to penicillin and 
moderately resistant to staphylococcus bacteriophage. 
The patient was mentally confused and critically ill. 
Apical and aortic systolic murmurs were thought to be 
due to staphylococcal endocarditis. Penicillin therapy 
began on Jan. 2, 20,000 units being given 2-hourly, 
intravenously during the day and intramuscularly at 
night. From Jan. 12, the dosage was 10,000 units 
2-hourly, the drug being discontinued on Feb. 26. 
Bacteriophage was given simultaneously from Jan. 2. 
[The scheme of dosage is too complex and lengthy to 
be abstracted in detail.] In general, the bacteriophage 
was injected intravenously with the penicillin at 2-hourly 
intervals, but in varied doses, and on some days it was 
given hourly. Dosage ranged from 2 to 100 ml., and 
in an average 24 hours 2 ml. was given during the night 
and 5 ml. during the day. On selected days an intensive 
course of increased dosage was administered, maximum 
doses of 40, 50, 70, and 100 ml. being reached on such 
days. These were followed by the anticipated “* Hugh 
Young reaction ’’—rigor, followed by hyperpyrexia and 
subsequent rapid fall to normal temperature. From 
Feb. 1 the dose and frequency were gradually decreased, 
reaching finally 0-5 ml. twice daily, and being discontinued 
altogether on May 18. In the later stages doses as 
small as 2 ml. were followed by pyrexial reactions. 
Blood cultures were sterile after Jan. 4, although meta- 
static manifestations occurred later in the form of 
inflammation of the palatal mucosa and osteo-arthritis 
of the lumbar spine, presumably staphylococcal. These 
infective processes were also arrested: Additional 
therapeutic measures were: transfusion of 80 ml. of 
citrated blood daily from Jan. 22 to Jan. 27; intravenous 
injection of neoarsphenamine 150 mg. twice daily for 
two periods of 5 days; and a single injection of 10 mg. 
“*thiobismol”’. The patient was still well in June, 
1946. Her recovery is ascribed mainly to the synergistic 
action of penicillin and bacteriophage. 

[Where a single case, running such a protracted course, 
is treated with a variety of therapeutic agents, the evidence 
that the successful outcome is due mainly to a combina- 
tion of two drugs is not completely convincing. The 
evidence would have been somewhat stronger had the 
authors been able to demonstrate in vitro the synergistic 
action of penicillin and bacteriophage on the organism 
isolated from the patient’s blood.] J. L. Markson 


315. Acute Brucellosis among Laboratory Workers 

C. Howe, E. S. Mirier, E. H. Kerry, H. L. Boox- 
WALTER, and H. V. ELtinGson. New England Journal of 
Medicine [New Engl. J. Med.] 236, 741-747, May 15, 
1947. 4 refs. 


Seventeen cases of undulant fever in healthy young 
adults, all of whom had received previous prophylactic 
injections of Brucella vaccine, are described. The 
incubation period could not be estimated, since the 
patients were in constant contact with the infecting 
organism. The symptoms were in no way pathogno- 


monic, being those commonly associated with any febrile 
illness. Physical examination in most cases disc] 
no abnormalities other than fever and prostration, 
total number of days of fever varied from 13 to 97, and 
averaged 35. Four patients showed the typical undula. 
tions of fever with intervening periods of apyrexia 
Convalescence was slow on account of persistent lassitude 
Brucella suis was isolated from the blood in 8 cases and 
Br. melitensis in 7 cases. Before immunization no 
agglutinin titre exceeded 1 in 25, and after immunization 
none exceeded 1 in 400. In all the patients, maximym 
titres of 1 in 1,600 to 1 in 12,800 were reached in j or 
2 months. Agglutinin determinations were useful for 
diagnosis but not for prognosis. In all cases the blood 
showed a leucopenia with a relative lymphocytosis, 
Eleven patients were treated with sulphadiazine for 
periods of 20 to 30 days, 2 with penicillin ang 
sulphadiazine simultaneously, and 3 with streptomycip, 
There was no indication that these courses of treatment 
were in any way beneficial. Geoffrey McComas 


316. Streptomycin Therapy in Undulant Fever 
G. H. FincuH. American Journal of Medicine [Amer, J. 
Med.] 2, 485-490, May, 1947. 3 refs. 


This is a brief and provisional report of the treatment 
and cure of 6 cases of undulant fever with relatively high 
doses of streptomycin. The total dosage averaged 35 g., 


‘and, although the author found streptomycin more 


effective in undulant fever than any other form of treat- 
ment known to him in his 19 years’ experience of the 
disease, his patients sustained “* possible injury ”’ to the 
liver and kidney. Disturbance to the eighth cranial 
nerve was not reported in this small series. 


G. F. Walker 


TUBERCULOSIS 


317. Pneumoperitoneum in the Treatment of Pulmonary 
Tuberculosis. Results in 710 Cases from 1937-1946 


R. S. J. S. Hiatt, P. P. McCain, H. 


EasomM, and C. D. Tuomas. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 55, 306-331, April, 
1947. 6 figs., 90 refs. 


A report is given on 474 patients treated by pneumo- 
peritoneum for a minimum period of 3 months since 
1937. Although a review of the literature shows that 
comment has mostly been favourable, this procedure is 
still not widely used. 

A technique of pneumoperitoneum induction is 
described, the point of insertion of air being 2 in. (5 cm.) 
to the left of and below the umbilicus. Local analgesia 
is employed and a tentative injection of 2 ml. of air is 
given with a syringe attached to a 14-in. (3-75 cm), 
19-gauge, short-bevel needle to ascertain that the point 
of the needle is free in the peritoneal space. The 
pneumothorax apparatus is finally attached to the same 
needle. [Criticism might be made that the needle is too 
fine and sharp, involving risk of penetrating gut, and that 
the maximum amount of air suggested for the induction 
(2,500 ml.) is too high. It is stated, however, that the 
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amount of air at induction would be 500 ml. 
with refills of about 1,000 ml. per week. It seems 
doubtful, also, if the weekly refills of 400 ml. suggested 
in a patient “with many peritoneal adhesions” are 
either useful or wise. Weekly refills of 3,000 ml. in “a 
large multiparous woman with a relaxed abdominal 
wall”? might perhaps have been reduced in volume by 
the use Of a binder. Intraperitoneal pressures are 
inconstant and the authors seldom produce a pressure 
of more than +8.] Abdominal binders are helpful and 
a special type is illustrated. Treatment is continued 
until maximum benefit has been produced, and rather 
jonger than pneumothorax treatment. The method was 
abandoned because of failure to obtain satisfactory 
diaphragmatic elevation, failure to obtain radiological 
and/or symptomatic benefit, certain complications, and 
individual unwillingness to tolerate enough filling. 

The treatment has been used in 474 mostly poor-risk, 
advanced cases; it was employed principally when 
pneumothorax was unsatisfactory or impossible, dia- 
phragmatic paralysis ineffective or inapplicable, or major 
chest surgery contraindicated or unavailable. In rather 
more than half the cases the treatment was combined 
with phrenic nerve paralysis. Satisfactory results are 
claimed in 51% of patients with a paralysed diaphragm 
and in 37% without, and in 59% of patients who also had 
pneumothorax treatment. The results were unsatis- 


factory in 55°%% but were better in the white than in the - 


coloured patients. In some “ unsatisfactory” cases, 
nevertheless, there was symptomatic improvement, or 
at least temporary improvement. The average duration 
of pneumoperitoneum treatment in sanatorium was 
50 weeks, but 42 cases have received treatment for 2 
years, 14 for 3 years, 8 for 4 years, and 4 for 5 years. 
Major complications seen in 710 cases were tuberculous 
peritonitis (22) and peritonitis due to mixed infection (2). 
A clear peritoneal transudate occurring in 24 cases is 
regarded as a minor complication. 

It is contended that pneumoperitoneum is a safe and 
simple procedure, which has an important place in the 
treatment of advanced bilateral disease and in the prepara- 
tion of patients for major surgery. L. E. Houghton 


318. Studies in Chemotherapy of Tuberculosis. VIII. 
The Comparative Action of Four Sulfones in Experimental 
Tuberculosis in Guinea Pigs and the Combined Action of 
Streptomycin with One of the Sulfones 

M. I. SmitH, W. T. McCtosxy, and E. L. JACKSON. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 55, 
366-373, April, 1947. 1 fig., 6 refs. 


Experimental tuberculous infection in guinea-pigs was 
suppressed by three new mono-substituted derivatives of 
diaminodiphenylsulphone (monogalacturonyl, mono- 
carbamyl, and mono-n-propyl derivatives) to a degree 
similar to that produced by “promin”. The n-propyl 
derivative has less than one-fifth the toxicity of promin 
probably because of its poor solubility and absorb- 
ability; the relative toxicity of the other sulphones is 
doubtful. Combined application of streptomycin and 
the monogalacturonyl derivative suppressed infection 
more than did the sulphone alone; it suppressed infec- 


M—H 


tion as much as did streptomycin with promin. ‘“ Since 
there was no group in this series receiving streptomycin 
alone it is not possible to appraise accurately the full 
value of the combined treatment, but in the light of other 
experiences in this laboratory it is not believed that the 
effect obtained . . . could have been achieved with the 
antibiotic alone.” 
[Whether the result of combining streptomycin with 
the sulphone is synergistic or merely additive cannot be 
decided by these experiments because: (1) no group 
treated with streptomycin alone is included, and (2) the 
dose of streptomycin given in combination (20,000 units 
per kilo daily) might be expected to produce considerable 
suppression if administered alone.]_ P. D’Arcy Hart 


319. First Results of Treatment of Tuberculous Meningitis 
by Streptomycin combined with Sulphones and Vitamin A. 
(Primi resultati nella terapia delle meningiti tubercolari 
con la streptomicina associata a solfone e vitamina A) 
C. Coccut and G. Pasquinucct. Rivista Clinica 
Pediatrica |Riv. Clin. pediat.] 45, 193-240, April, 1947, 
21 figs., 10 refs. 


This is one of the first detailed reports to be published 
on the streptomycin treatment of an appreciable number 
of cases of tuberculous meningitis. During the period 
Dec. 11, 1946, to April 22, 1947, the authors have observed 
and treated 28 cases of tuberculous meningitis at the 
Paediatric Clinic, Florence. There was no*selection of 
cases; all were treated, and those patients who were 
most seriously ill were admitted to the wards. A 
detailed description is given of the clinical course of the 
disease, which the authors describe as a new disease 
pursuing a chronic course in varied forms towards either 
death or clinical cure. Tuberculous meningitis must be 
considered now as a disease that can be treated with 
difficulty and over a long period. The authors feel that 
reports up to date have been too pessimistic and have 
hindered wider use of streptomycin. 

In all cases the drug was administered intrathecally 
in small doses—25 mg. a day for children, 50 to 75 mg. 
a day in adults. The state of the patient should guide 
the dosage and frequency of injections. Where it 
appeared that intrathecal treatment was causing an 
unfavourable reaction, an interval of rest from the 
injections was prescribed and the treatment was then 
resumed. Where the patient presented marked signs of 
increased intracranial pressure lumbar puncture was 
performed two to four times a day. The total dosage 
of intrathecal streptomycin was 2 to 4 g., and the authors 
claim to have avoided some. of the toxic effects described 
by Hinshaw and Feldman. [The authors attach great 
importance to the intrathecal treatment, but offer no 
evidence that it is indispensable.] Intramuscular treat- 
ment was given with a dose of 0-3 to 0-4 g. a day for 15 
to 20 days, in 3- or 4-hourly doses. The last few cases 
seemed to show that intrathecal treatment could be 
stopped after 8 to 10 days, clinical improvement following 
this being more rapid. The authors are under the 
impression that part of the clinical picture observed was 
due more to the streptomycin than to the tubercle bacillus. 
In early cases, once the immediate danger is arrested by 
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streptomycin, further intrathecal treatment provokes 
reactions of intolerance. Only more extensive experience 
will show if it is necessary to run the risks of prolonged 
streptomycin treatment in order to achieve a complete 
cure. 

Certain cases which relapsed between the thirtieth and 
fiftieth days of the illness appeared to require frequent 
lumbar punctures to relieve pressure rather than a further 
course of streptomycin treatment. One batch of 
streptomycin was retained for intramuscular injection, 
another for intrathecal. When on one occasion by error 
the first batch was used for intrathecal injection some 
very serious toxic reactions were provoked. In addition 
each case received sulphones during the first 2 to 3 weeks, 
2 to 3 g. in children and 6 g. in adults being given intra- 
venously. Patients were also given 100,000 units of 
vitamin D, once a week for a month. 

Seven deaths occurred among the 28 cases. The 
authors state that 2 patients died within 4 days of 
admission, and if these are excluded the fatality rate is 
5 deaths in 26 cases. 

[It should be noted, however, that, according to the 
authors, observation for the purpose of this paper 
ceased on April 22, 1947, and yet, on examining each 
case-history, it will be seen that 9 of the 28 patients were 
admitted during the month of April, 3 of them between 
April 16 and 19. Apparently in some cases observation 
continued into May, for 4 cases were admitted in the 
middle of March and are regarded as having been under 
observation for more than 60 days. Nevertheless, the 
cases admitted in April must have been under treatment 
for too short a period to justify their inclusion in any 
statistical results, particularly in view of the unpredict- 
able course of the disease and the frequency of late 
relapses. ] M. Daniels 


320. Endocavitary Aspiration: Its Practical Applica- 
tions 


Monatpt. Tubercle [Tubercle] 28, 223-228, Nov., 
1947. 6 figs. 
321. Calcium Treatment of Pleural Effusion in Pul- 


monary Tuberculosis. (Beitrag zur Calciumbehandlung 
der Pleuraergiisse bei Lungentuberkulose) 

W. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 77, 432-437, April 12, 
1947. 34 refs. 


Calcium therapy and prophylaxis in exudative disease 
processes are based on the pharmacological properties 
of the calcium ions and on empirical knowledge from 
animal tests. They are indicated in tuberculous patients, 
although these have no hypocalcaemia. The author 
estimated the blood calcium in 46 patients, of whom 4 
were convalescent from different diseases. The rest had 
tuberculosis of different types and degrees of severity. 
The estimation was made by Cramer-Tisdall’s method on 
two occasions before breakfast at 8 to 14 days’ interval, 
and the mean value was taken. The cases were grouped 
according to similarity of illness and the average value of. 
the group was taken. This was constantly within normal 


limits, and varied according to the severity of illness 
between 11-03 mg. per 100 mi. for the healthy group and 
10-3 mg. per 100 ml. for the most severe cases of tuber. 
culosis. Only one of the latter had a value below 9 mg, 
per 100 ml. 

In spite of the absence of hypocalcaemia, calcium 
therapy with high dosage was tried. Injections of 
calcium gluconate-lactobionate were given. The author 
used a combination of 20% calcium intravenously and 
10% intramuscularly to obtain a constant high level in 
the blood. He gave 20 to 30 ml. intramuscularly and 
20 to 40 ml. intravenously daily. This is given very 
slowly—not more than 20 ml. in one injection. Dosage 
depends on the tolerance of the patient, the severity of 
the illness, and the degree of exudate. There were only 
a few patients who showed ill effects, such as headache 
or loss of appetite. These improved after temporary 
reduction of dosage. With internal pneumolysis, 
thoracoscopy, and external pneumolysis the medication 
was started a’ few days before operation in order to 
develop a high blood level at the time of operation, 
The author groups his cases as follows: 

(A) Pleural Effusion.—Four illustrative cases are cited, 
and the author concludes that acute cases do well and the 
illness runs a mild course with calcium therapy. Chronic 
ones remain unaffected, the exudate being probably due 
to mechanical and hydrostatic factors rather than to 
inflammation. 

(B) Internal Pneumolysis and Thoracoscopy.—The 
author treated 43 patients, and compares them with 100 
previous ones, given very little or no calcium. Com- 
parison was made with reference to exudate, temperature, 
erythrocyte sedimentation rate, and time of absorption 
of the exudate. Calcium in high dosage may help to 
prevent formation of exudate but has no influence on 
exudate once formed. There was no difference in 
temperature, sedimentation rate, or time of absorption 
between treated and untreated cases. In a comparison 
between thoracoscopy and internal pneumolysis he finds 
that exudate forms in approximately the same number of 
cases, and concludes that it is probably due to the 
haemorrhage occurring on insertion of the trocar and 
not, in the case of pneumolysis, to the cauterization. 
The results of the author’s treatment are said to be better 
than other published results. 

(C) Pneumolysis followed by Extrapleural Pneumo- 
thorax.—Eighteen patients were treated and compared 
with 100 controls. The group treated with calcium had 
a slightly lower incidence of exudate and the time of 
absorption was shorter. There was no effect on haemor- 
rhage or on temperature. In a comparison with results 
published by others, no advantage was seen from the 
treatment. 

The author therefore recommends calcium in high 
doses as treatment for fresh pleural effusions and as 
prophylaxis in thoracoscopy and internal pneumolysis. 
For pneumolysis followed by extrapleural pneumothorax 
a lower dosage is adequate, as exudation is of minor 
importance. He recommends 5 ml. of 10% “‘ calcium- 
Sandoz ”’ intramuscularly daily, before and after opera- 
tion, to be increased to 10 ml., or alternatively replaced 
by 20 ml. 20% calcium intravenously. E. Lejbowicz 
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322. Calciferol in Tuberculosis. Review of 150 Cases 
Lupus Vulgaris 

p. J. Fenny, E. L. SANDILAND, and L. M. FRANKLIN. 

Lancet [Lancet] 1, 438-443, April 5, 1947. 1 fig., 44 refs. 


Charpy, in 1943, claimed that calciferol (vitamin Dg.) 
cured lupus; many French dermatologists claim com- 
plete healing in 70 to 100% of cases, but other observers 
have not had such favourable results. Some state that 
calcium must be given with the vitamin, while others 
claim equal success without the addition of calcium. 
Charpy considers that calcium is necessary, while 
Dowling and Prosser Thomas in Britain have obtained 
equally good results without it. The reports on the 
histological evidence of cure are also variable. The 
present authors describe their own experience with 
calciferol in the treatment of 150 cases of lupus. They 
gave a daily dose of 100,000 units, which was increased 
to 150,000 units. This was reduced if toxic symptoms 
became troublesome, but the large dose was usually 
well tolerated. It is suggested that the optimtm dose 
has still to be determined and that idiosyncrasy plays a 
part. The results are given in a table and compare 
favourably with those obtained by Meyer and others in 
1946. 


Meyer et al. Fenny et al. 
Cured .. ae 31 41 
Relapsed ae 25 4 
Improved oe 72 75 
Failures oe 20 No change 27 
Worse... 3 
Totalcases .. 148 Total cases 150 


The small number of relapses may be explained by the 
conservative use of the term “cured” in the London 
Hospital cases. 

Twenty-two cases had previously received treatment 
with x rays, radium, or Grenz rays. The clinical effect 
of calciferol therapy on all these is given in a table; 6 
were apparently cured, 9 were improved, 1 relapsed, 
5 showed no change, and 1 deteriorated. In 3 cases 
there was lupus carcinoma and in 9 others an active 
lupus with healed or potentially healed malignant accom- 
paniments. In 3 cases of suspected pre-malignancy the 
lesion was dispersed, but in the others there was no 
change. In 33 cases there were symptoms of intolerance 
in the form of nausea, anorexia, and occasionally 
vomiting. The addition of vitamin B or yeast was 
without effect. It was also well established that the 
addition of calcium phosphate is not essential but it 
did increase the tolerance to calciferol in 3 cases. There 
were 6 patients with frequency of micturition and 2 with 
albuminuria, and in 2 elderly persons arterial calcification 
developed. 

After reviewing some previous reports on the effect of 
the treatment on the erythrocyte sedimentation rate 
(E.S.R.) the authors come to the conclusion that the 
E.S.R. is usually normal in lupus and the exhibition of 
calciferol often causes an increase in the rate; the E.S.R. 


is, however, of no value as a test of the efficacy of lupus 
therapy. Lymphocyte counts, too, are of no help as a 
“** sensitive ”’ index in lupus therapy. The analysis of 
plasma proteins was only carried out in 1 case so that no 
conclusions can be drawn from the work. Except for 
serial biopsies the clinician has little to rely upon to assess 
progress. Serial photographs are mentioned, but no 
details of the technique are given; routine radiography 
of the kidneys and arteries for signs of calcification may 
help. 

[The work on this series shows how little is known of 
the action of calciferol. It is certainly of value in the 
treatment of lupus vulgaris, but from the short summary 
of the work of Sandiland and Franklin at the end of the 
paper it may be assumed that it is valueless in pul- 
monary tuberculosis.] Frederick Heaf 


323. Coexisting Tuberculosis and Coccidioidomycosis 
H. Rirkin, D. J. FELDMAN, L. E. Hawes, and L. E. 
GorDon. Archives of Internal Medicine [Arch. intern. 
Med.} 79, 381-390. April, 1947. 7 figs., 3 refs. 


The coexistence of active tuberculosis and coccidioido- 
mycosis is rare. In the case described the patient, a 
27-year-old white soldier, suffered from coccidioido- 
mycosis in 1943, and was apparently cured after 5 months, 


He became ill again in August, 1945. Radiological © 


examination revealed pronounced collapse of the right 
lung with a right-sided hydropneumothorax and a dis- 
crete lesion in the left parahilar region. Fluid and air 
reaccumulated after each thoracocentesis and a diagnosis 
of a patent broncho-pleural fistula was made. Expan- 
sion of the right Jung became obvious at the twenty- 
third week. The left parahilar lesion remained stationary. 
Examination of the sputum was negative. Culture of 
the pleural fluid on appropriate media yielded Coccidioides 
immitis and Mycobacterium tuberculosis. Both of these 
organisms were similarly isolated by inoculation of a 
guinea-pig. A skin reaction to coccidioidin was positive 
in a dilution of 1 in 100, and a tuberculin test was positive 
at 1 in 1,000,000. A complement-fixation test on the 
serum was positive only in dilutions of 1 in 2 and 1 in 4, 
while a precipitin test with undiluted antigen was negative. 
As there was no evidence to suggest a disseminated 
coccidioidal infection, the authors consider the patho- 
genesis to be primarily tuberculous, the most likely 
possibility being rupture into the pleura of a subpleural 
tuberculous cavity, with extension into a localized and 
latent coccidioidal infection. J. L. Markson 


324. Virulence of a Strain of the Vole Acid-fast Bacillus 
(G564) 

J. A. YounG and J. S. Paterson. Lancet [Lancet] 1, 
707-708, May 24, 1947. 6refs. . 


Severe sequelae have been observed in calves, rabbits, 
and guinea-pigs inoculated with strain G564 of the vole 
acid-fast bacillus. 

No strain of the acid-fast bacillus should be used as 
a living vaccine in man before exhaustive tests have been 
made to determine the highest virulence which it is 
capable of attaining.—[Authors’ summary.] 
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325. Preliminary Report on 32 Cases of Pneumoperito- 
neum at Saint-Georges de Mont-Joli Sanatorium. 
(Rapport préliminaire sur 32 cas de pneumo-péritoine 
au Sanatorium Saint-Georges de Mont-Joli) 

H. Gautuier. Union Médicale du Canada (Un. méd. 
Can.] 76, 562-568, May, 1947. 4 figs. 


This is a preliminary report on 32 cases of pulmonary 
tuberculosis in a French-Canadian sanatorium in which 
treatment with pneumoperitoneum was carried out, 
apparently not as a method of choice but as a last resort. 

Artificial pneumoperitoneum (P.P.) was originally used 
to treat the digestive troubles sometimes associated with 
left phrenic paralysis, and also in intestinal tuberculosis. 
In the latter “ respiratory trauma ”’ to the gut is said to 
be minimized by the cushion of air under the diaphragm. 
The rise of a paralysed hemi-diaphragm is greatly in- 
creased by P.P., and the sound side rises also, relaxing 
the lungs considerably in a vertical direction. The 
author recommends induction at a point two finger- 
breadths above and to the left of the umbilicus; 5 ml. 
of 2% “‘novocain” is injected into the skin and abdominal 
wall, and the peritoneal cavity is entered with a pneumo- 
thorax needle [type of needle not stated]. Aspiration 
is attempted with a 10 ml. syringe to exclude penetration 
of a.blood vessel, and 5 ml. of air is allowed to enter 

eunder the weight of the plunger alone, 400 ml. of air 
being then introduced, followed by 600 ml. 2 days later 
and 1,000 ml. 5 days after that; weekly refills are then 
given of 1,200 to 1,500 ml. The ideal final pressure is 
+4 to +6. 

The following indications are given for the induction 
of P.P.: (1) dyspepsia following left phrenic paralysis 
(1 to 4 injections of 500 ml. air are sufficient), and 
intestinal tuberculosis; (2) where a satisfactory pneumo- 
thorax cannot be obtained, where thoracoplasty is not 
feasible, a chronic lesion with recent spread which 
cannot be checked by artificial pneumothorax (A.P.), 
recent bilateral lesions, and where thoracoplasty has 
failed to close a cavity. [The abstracter would add the 
checking of an acute lesion preparatory to either A.P. 
or thoracoplasty.] Contraindications are the presence 
of heart disease, and widespread pulmonary fibrosis 
with thick-walled cavities. Possible complications are 
air embolism, tuberculous peritonitis and ascites, dis- 
tension, dyspnoea, scapular pain (initially at induction), 
and a form of severe lassitude which induces the patient 
to keep to his bed. 

The period of observation in the cases described was 
only 2 or 3 months; 16 were men with an average age of 
29, and 16 women with a mean age of 25. Twelve cases 
are described as advanced, 19 as “* moderately advanced ”’, 
and 1 as very early. In 21 it had been impossible to 
obtain an A.P., and in 5 A.P. had been abandoned. One 
had a P.P. added to an A.P., with successful arrest of 
haemoptysis. Two had had thoracoplasty which was 
not entirely successful, and in 4 no form of collapse 
therapy had previously been attempted. Seventeen 
patients had had either phrenicectomy or alcohol 
injection on the nerve. Taking as criteria the general 
condition and weight, amount of cough, numbers of 
bacilli present in the sputum, radiographic appearance 


of the lungs, and erythrocyte sedimentation rate, 15 cases 
were classified as improved, while 16 patients showed no 
change and 1 patient deteriorated. Sputum became 
negative in 7, and the numbers of bacilli in the sputum 
decreased in a further 12 cases. The best results were 
obtained in cavitating upper-lobe lesions. 

E. G. Sita-Lumsden 


LEPROSY 


326. Leprosy in Britain 
British Medical Journal [Brit. med. J.] 1, 731, May 24, 
1947. 


Notes are given of 6 cases of leprosy in adults—3 
Servicemen, 1 prisoner of war, and 2 internees—who 
have returned to Britain from the Far East. As early 
diagnosis is important, and as other cases must be present 
and more are expected to develop, it should be borne in 
mind that resistant skin disease of long duration may be 
leprosy if the patient has visited a country where the 
disease is endemic. In these 6 cases the duration varied 
from 8 months to 4 years, and in the last case it unfortu- 
nately remained undiagnosed for 4 years. Leprosy 
bacilli were found in the skin in 4 of the patients. 

J. F. Corson 


327. Nerve Lesions of Leprosy 

V. Parpo-CasTeLLo, F. R. TIANT, and R. PiNeyro. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph., Chicago] 55, 783-792, June, 1947. 5 figs., 4 refs. 


For their studies the authors used sections of the ulnar 
nerves of lepromatous cases and of the ulnar and super- 
ficial branches of the median in the so-called “ neural 
type’’. They found that: (1) All patients with leprosy 
have some involvement of nerves. (2) The nerves in 
lepromatous cases had a histological picture similar to 
that seen in the cutaneous manifestations—accumulation 
of vacuolar cells with apparently empty spaces and large 
numbers of Hansen bacilli scattered through the nerve 
fibres. There was little reaction on the part of the nerve 
fibres. (3) Enlarged nerves from patients with tuber- 
culoid skin lesions showed appearances the counterpart 
of those found in the skin—miliary tuberculoid or sarcoid 
changes with multinucleated giant cells in the centre, the 
lesions ending in fibrosis and destruction of the nerves. 
(4) In cases with thickening of the peripheral nerves, 
with or without cutaneous signs, there were a tuberculoid 
structure and terminal fibrosis. Rarely the process 
went on to necrosis with caseation in the centre of the 
affected nerve or a pseudo-abscess emptying itself by 
perforation of the cutaneous tissues. No acid-fast bacilli 
were found in these cases except in the tissues surrounding 
the necrotic area and then only in small numbers and 
mostly as acid-fast granules. (5) The Hallberg- 
Reenstierna (Acta med. scand., 1941, 108, 12) method of 
staining Hansen bacilli with “‘ nachtblau”’ stain (no 
longer on the U.S. market) was easy and distinctive, 
bacilli being stained bright blue. (6) The so-called 
“neural leprosy”? probably belongs to the tuberculoid 
type, as first described by Jadassohn; there is no reason 
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for continuing the use of the terms “neural” and 
cutaneous leprosy. 

In the discussion following, the opener did not agree 
that neural and tuberculoid leprosy are the same. In 
his reply, Pardo-Castello remarked [rightly so] that in 
countries where leprosy is endemic it is practically 
impossible to isolate all patients, and that it is therefore 
necessary to concentrate on those who are dangerous to 
the community. The lepromin test is not diagnostic. 
He considered that all patients with the cg@gtagious type 
of the disease and without defensive reactions are 
lepromin-negative and should be isolated. Those with 
adequate defences, with few if any bacilli in their tissues 
and none in their secretions, are lepromin-positive and 
are of no particular danger to the community. The 
histamine test was only diagnostic of interrupted con- 
duction of the peripheral nerves, and as such applied to 
any peripheral neuritis causing destruction of nerve 
fibres. It was of value in children or in those who for 
some reason could not or would not differentiate between 
contact and pain. In these cases it would show a wheal 
and no surrounding oedema. The author was unable 
to explain satisfactorily the preference of the leprosy 
bacillus for the peripheral nerves; the infection travels 
in an ascending direction but never, so far as has been 
shown, reaches the spinal cord. C. F. Shelton 


328. Local Treatment of Leprous Ulcers with Crude 
Preparations of Streptomycin 

G. L. Fire, P. T. Erickson, F. GeMar, and F. A. JoHAN- 
seN. International Journal of Leprosy (Int. J. Leprosy] 15, 
154-161, April-June, 1947. 13 figs., 6 refs. 


A crude filtrate of streptomycin was prepared from 
Streptomyces griseus cultured in 1,000-ml. precipitation 
bottles containing 200 ml. broth of the following com- 
position: beef extract, 5 g.; sodium chloride, 5 g.; 
proteose peptone, 10 g.; dextrose, 10 g.; water to 
1,000 ml. The pH of the medium was adjusted at 6-8 
to 7-0 and the cultures were incubated for 7 days at room 
temperature, the bottles being placed horizontally. After 
incubation the cultures were filtered through ordinary 
filter-paper, and the filtrate was used without further 
treatment, being stored at 4° C. If not used within 10 
days the filtrate was discarded. 

With the filtrate leprous ulcers were treated, the patient 
resting in bed. Layers of gauze thoroughly soaked in 
the filtrate are applied to the ulcers, bandaged, and 
covered with rubber tissues to minimize drying. The 
dressing is soaked every 12 hours with filtrate and left 
in situ for a week, when a new dressing is applied. This 
treatment is continued until the ulcer is healed, except 
when an offensive smell arises, when the dressing is 
changed twice or thrice weekly until the surface is clean. 
If itching is complained of, the ulcer is inspected and, 
should an area of erythema and vesiculation be seen, the 
filtrate used is diluted 1 in 5 with boric acid solution. If 
irritation continues boric acid alone is used for a week. 
Signs of absorption, such as nausea, vomiting, or anorexia 
are occasionally met with but will disappear on dilution 
of the filtrate with boric acid. 

Thirty-six cases were treated. In 1 treatment was 


stopped because of toxic symptoms; in another, the 
patient refused further treatment. In the remaining 34 
the ulcers were: (1) pure trophic (sole of the foot)— 
19 cases with 18 successes; (2) mixed—14 cases and 
11 successes; (3) lepromatous—1 case, 1 successful. 
Treatment is most successful in the trophic perforating 
type, and healing occurs in from 10 days to 4 months. 
Of all groups 25% healed in less than 1 month and 70% 
in about 2 months. Some of the favourable results may 
be due to protein derivatives and carbohydrates in the 
solution. 

[The results appear encouraging, but it must be 
remembered that some of the patients had also been 
treated with promin ”’ and/or “ diasone ’’.] 

C. F. Shelton 


329. Therapeutic Value of Chaulmoogra in the Treat- 
ment of Leprosy 

S. ScHUJMAN. International Journal of Leprosy [Int. J. 
Leprosy] 15, 135-145, April-June, 1947. 6 figs., 7 refs. 


This paper, based on 17 years’ experience of the 
treatment of leprosy at Carasco Hospital, Rosario, 
Argentina, is an endeavour to prove that chaulmoogra 
oil is still the most efficacious drug in the treatment of 
this disease. 

The author considers that disagreements and failures 
in the past have been due essentially to lack of uniformity 
in selection of cases treated and to insufficient dosage, 
and that the value of chaulmoogra is to be estimated only 
by the results of its use in the lepromatous type. While 
it is held that clinical and bacteriological cures can be 
obtained by derivatives of the oil, the latter must be 
administered early, given in sufficient dosage, and cons 
tinued after negative results have been obtained, 
Although a small proportion of cases do not react to the 
ordinary doses, more than 80% of failures are considered 
to be due to irregular and insufficient treatment, while 
importance is attached to intradermal medication. New 
drugs may be tried but chaulmoogra oil must not be 
abandoned; its usefulness may be increased as less 
irritating derivatives are discovered. The ethyl-ester 
creosates (4°%%) and the iodates are preferred for intra- 
muscular injection. An average annual dosage of 400 to 
500 ml. of chaulmoogra is recommended, and more 
intensive treatment up to 1,000 ml. is suggested. 

[Precise details of methods of administration, prepara- 
tions, dosage, and length of treatment are not given.] 

C. F. Shelton 


330. Early and Late Reactions to Lepromin in Contacts 
N. Otmos-Castro and P. B. Arcuri. International 
Journal of Leprosy (Int. J. Leprosy] 15, 175-177, April- 
June, 1947. 2 refs. 


This article deals with intradermal reactions to 
lepromin in 309 presumed healthy contacts with leprosy 
patients. The whole or bacterial lepromin was used, 
prepared according to the technique of Mitsuda-Hayashi 
and Fernandes-Olmos Castro. Intradermal injections 
(1 to 8) of 0:2 ml. of the antigen were given and two 
readings made—one after 48 hours (early or R.P.F.) and 


ses 
no 
me 
um 
eTe 
% 
4, 
-3 
10 
ly 
nt 
in 
le 
>. 
a 
ir 
) 
| 
. 


102 INFECTIOUS DISEASES 


the second after 21 days (late or R.T.M.). The early reac- 
tion was regarded as positive if a wheal of at least 1 cm. 
in diameter formed; the late if a prominent red nodule 
appeared, whether ulcerated or not. Both reactions 
were read in 191 cases in which one or more intradermal 
tests had been performed. In 174 cases both tests gave 
the same reading—negative 79, positive 88. There were 
7 cases in which the first readings were negative but the 
later ones positive (presumably after further intradermal 
injections). In 17 other cases there was disagreement in 
the results of the tests—13 being R.P.F.-negative and 
R.T.M.-positive and 4 R.P.F.-positive and R.T.M.- 
negative. The authors consider that the two tests are 
of the same value, and that it makes no difference whether 
the early or late reactions are taken. The bacterial or 
whole lepromin should be injected and the early reaction 
used as a routine. 

[The statistics and tables are given in rather a 
complicated and difficult way and are hard to summarize.] 


C. F. Shelton 


331. Use of Streptomycin in the Treatment of Leprosy. 
A Preliminary Report 

G. H. Facet and P. T. Erickson. International Journal 
of Leprosy [Int. J. Leprosy] 15, 146-153, April-June, 
1947. 6refs. 


Ten selected cases of lepromatous leprosy were treated 
with streptomycin. The drug, obtained from three 
different sources, was given intramuscularly in doses of 
0-25 g. (250,000 units) dissolved in 1-5 ml. of normal 
saline every 3 hours up to a total of 2 g. in the 24 hours. 
This treatment was continued in 8 cases without interrup- 
tion for 4 months, the dosage thereafter being reduced 
to 0-5.g. every 12 hours for a further 4 months. 

Toxic manifestations were numerous and in some cases 
severe, the most important being vertigo, eosinophilia, 
soreness at the site of injection in all 10 cases, low-grade 
anaemia and loss of weight (9), fever and malaise (8), 
headache and signs of renal irritation (7). Tinnitus and 
impaired hearing occurred in 1 case, hearing being lost 
in one ear and in the other reduced to 50% (since stoppage 
of streptomycin the auditory condition appears to be 
improving). Four patients were treated with strepto- 
mycin and “ promin” [the dosage of the latter is not 
given]. 

Two patients showed definite and 5 slight improvement, 
in 2 the condition was stationary and 1 became rather 
worse, the improvement appearing to be rather better 
when promin was given together with streptomycin. 
The authors consider that in large and continuous doses 
the toxic effects are out of proportion to the results and 
that until the drug can be produced in a purer form 
streptomycin will not be the treatment of choice. The 
recommended dose of 2 g. daily given over a prolonged 
period seems too toxic and disturbing to the patient, 
but possibly smaller doses will be found to enhance the 
action of sulphones. 

The drug appears to be of value as a local application 


for chronic leprous ulcers, either as a wet dressing or in 
ointment form. C. F. Shelton 


DYSENTERY 


332. Isolation of Shigella from the Gallbladder of g 
Carrier 

A. J. Levy. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 290-293, April, 1947. 7 refs, 


From a girl idiot, aged 12 years, in an institution 
Shigella sonnei was isolated from the stools on numerous 
occasions over a 12-month period, and Sh. parg. 
dysenteriae Ptexner V four times in one of the months, 
There had been prolonged bouts of diarrhoea during the 
previous 6 years, and Sh. sonnei was first isolated 9 months 
before the start of regular examinations. This organism 
persisted in the stools in spite of treatment with sulpha- 
diazine, ‘* sulphasuxidine”’, T.A.B. vaccine to induce 
hyperpyrexia, and irradiated Sh. sonnei vaccine. The 
child died suddenly in continuous epileptic convulsions; 
at necropsy the significant findings were a healthy colon 
and gall-bladder, and marked lymphoid hyperplasia of 
mesenteric lymph nodes. Duplicate swabs taken from 
the gall-bladder mucosa and the three main parts of the 
colon and cultured on S.S. (shigella—salmonella) agar 
[formula not given] grew whitish translucent colonies 
which were investigated; Shigella sonnei was isolated 
from the ascending colon and Shigella ambigua from the 
gall-bladder. W. S. Killpack 


333. Shigella Carriers with Special Reference to their 
Therapy, Including the Use of Streptomycin 
D. W. VAN GELDER, W. P. Datnes, and G. L. FIscuer. 
American Journe! of Tropical Medicine [Amer. J. trop. 
Med.] 27, 225-231, March, 1947. 18 refs. 


The epidemiological importance of persistent shigella 
carriers is emphasized. In the present investigation a 
number of carriers of a strain of Shigella flexneri type Il 
possessing a secondary type VIII antigen were studied. 
All specimens were obtained by the rectal swab technique 
and plated on salmonella—shigella agar. Suspicious 
colonies were put into Kligler’s iron—agar medium, and 
those showing typical shigella reactions were typed 
serologically. All the strains isolated were highly 
resistant to sulphadiazine, in contrast to five stock cultures, 
and were also insensitive to large amounts of penicillin 
(50 units per ml.). A marked in vitro sensitivity to 
streptomycin was observed, growth being inhibited by 
a concentration of streptomycin of 0-2 units per ml. in 
the seven colonies tested. 

The investigation was carried out as follows: (1) Con- 
trols: 12 men given a placebo only. (2) “ Sulphasuxi- 
dine’: 10mengiven3 g.4-hourlyfor7 days. (3) Penicillin: 
11 men given 50,000 units intramuscularly 3-hourly for 
7 days. (4) Sulphasuxidine: 12 men given 3 g. 4-hourly 
for 7 days, with oral penicillin (200,000 units initially 
followed by 50,000 units 2-hourly) for the last 4 days. 
(5) “ Sulphathalidine ’” (phthalylsulphathiazole): 12 men 
given 3 g. 4-hourly for 7 days. (6) S. flexneri III (VIM) 
vaccine in a concentration of 500 million organisms per 
ml.; 10 men given seven injections (0-1, 0-2, 0-4, 0-8, 
1, 1, and i ml. respectively) at 3-day intervals over a 
period of 21 days. Four other proven persistent carriers 
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were subsequently added to this group. (7) Strepto- 
mycin: 10 men given 125,000 units orally 3-hourly for 
5 days (total of 5,000,000 units). Only’ persistent 
carriers were included in this group—that is, those 
excreting organisms for over 2 months and unaffected by 
other therapy. (8) Bacteriophage: 5 persistent carriers 
given 10 ml. orally daily for 5 days. .The phage used 
produced complete lysis of an 18-hour culture with a 
dilution of 1 in 10,000,000. 

All carriers were studied until five consecutive cultures 
taken over a 5-week period were negative, while for 
“persistent” carriers, twelve consecutive negative 
cultures were required before discharge from hospital. 
In the authors’ table, reproduced below, a ‘negative 
carrier state indicates that all rectal cultures during the 
month and subsequently (a minimum of five consecutive 
cultures) were negative. 


| Carrier state /Carrier state* 
1 month 2 months 
Total after onset after onset 
Therapy plan No. of | of therapy | of therapy 
carriers 
in group 
Nega-| Posi- | Nega-| Posi- 
tive | tive | tive | tive 
Control... “ 12 8 4 2 2 
Sulphasuxidine .. 10 3 1 2 
Penicillin, iim. .. 11 7 4 1 3 
Sulphasuxidine and 
oral penicillin .. 12 10 2 1 1 
Sulphathalidine .. 12 7 5T 1 3 
Sh. flexneri (VIII) 
vaccine .. oe 14 11 3 0 3 
Streptomycin - 10 7 3 2 1 
Bacteriophage... 5 0 5 | Not observed 


* Individuals tabulated are those regarded as persistent 
carriers up to 1 month after the onset of therapy. 
ft One man not followed for a second month. 


As much as 85% of streptomycin was recovered from 
stools. The bacterial flora of the stools of those receiving 
streptomycin was markedly reduced. The authors 
assume that 12% of all patients with Shigella flexneri 
infections becomes “ persistent carriers. The groups 
studied were not comparable since only persistent 
carriers received streptomycin. In cases successfully 
treated with streptomycin positive rectal cultures ceased 
abruptly, and the authors feel that the results are 
encouraging. In view of the intermittency with which 
positive rectal cultures are obtained, at least twelve 
consecutive negative cultures are required before 
bacteriological cure can be assumed. J. L. Markson 
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334. Streptomycin in Experimental Plague 
D. Hersert. Lancet [Lancet] 1, 626-630, May 10, 1947. 
3 figs., 39 refs. 


Because of the relationship between Brucella tularensis, 
against which streptomycin has been so effective, and 
Pasteurella pestis, streptomycin has been tried in experi- 
mental plague infections in mice and guinea-pigs and 
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similarly good effects have been obtained. The strepto- 
mycin employed was only 35% pure; better results may 
therefore be expected from purer preparations. 

The strains were isolated from human cases in North 
Africa. Infection by subcutaneous inoculation produces 
in experimental animals a close resemblance to bubonic 
plague in man. Lung infections, corresponding to 
pneumonic plague in man, were produced by the inhala- 
tion of aerosols of virulent plague organisms. In both 
types of infection streptomycin was highly effective. 
In vitro, penicillin and sulphathiazole were also effective, 
the relative concentrations being 2 units per ml. for 
streptomycin, 3 units per ml. for penicillin, and 5 pg. 
per ml. for sulphathiazole. Jn vitro, however, penicillin 
only delayed but did not prevent death in mice in a dosage 
of 5,000 units per day. Streptomycin, 800 units per day 
for 24 days begun immediately and 24 and 48 hours after 
infection gave 85, 60, and 5% survival in mice. This 
effect was in sharp contrast to that of sulphathiazole, 
which has to be given over a long period to produce good 
results. It is suggested that streptomycin has a bacteri- 
cidal rather than a bacteriostatic action and that the 
experimental results are encouraging enough to warrant 
trials in human plague. R. Wien 


335. Plague—Field Surveys in Western United States 
During Ten Years (1936-1945) 

N. E. Wayson. Public Health Reports (Publ. Hith Rep., 
Wash.] 62, 780-791, May 30, 1947. 


Since the discovery of plague among ground-squirrels 
in California in 1908 many surveys have been made by 
the public health authorities; wild rodents and other 
animals were hunted and trapped and their tissues ex- 


_ amined for signs of plague and for plague bacilli; fleas 


were collected from the animals and from their burrows 
and nests and examined for infection. From 1936 to 
1945 such surveys were made in 487 counties of the 17 
States between the Pacific coast and the 100th meridian; 
the collections were sent for examination and experiment 
to the central laboratory at San Francisco. Over half a 
million rodents and more than a million fleas were 
obtained in 70 counties (excluding California) scattered 
through the area. Plague was also found in 33 of the . 
58 counties of California between 1927 and 1945. 

In the collections made by the United States Public 
Health Service plague was found in the tissues or in fleas 
from ground-squirrels, prairie-dogs, rats, marmots, mice, 
cotton-tail rabbits, chipmunks, weasels, and badgers. 
Infection was found in 37 of the 70 counties. Fifty-three 
genera of fleas were collected: and 36 species became 
infected under laboratory conditions, 19 proving to be 
capable vectors. The flea index (average number of 
fleas per animal) varied with place, season, and species of 
animal, from less than 1 in some small rodents to about 
11 to 14 in ground-squirrels. Animals collected alive: 
some hours after trapping often had a lower index than 
those killed quickly, but animals killed by a trap 12 hours 
or more before collection occasionally had 200 to 900 
fleas. An index of 3 was found among 500 trapped 
animals, yet 13 of their near-by nests had 1,000 fleas each, 
hence the flea index did not indicate the exposure to fleas. 
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Hungry fleas will feed on hosts of several genera, and very 
efficient plague vectors often infest a host whose specific 
flea is a poor vector, while fleas of two or three genera are 
oftenfoundonananimal. A host suchas the grasshopper 
mouse, which visits burrows and nests of other animals 
and carries fleas specific to other rodents, may disseminate 
fleas and plague in this way. 

Most of the collections were made from March to 
September, but infected meadow mice, infected fleas of 
deer mice, and infected tissues and fleas of rats and of 
ground-squirrels, were collected also during the winter. 
Plague persisted among rodents not uncommonly for 
two successive animal seasons, and sometimes for four, 
in the same locality. Infected rodents and infected fleas 
were found at heights from sea level to 9,000 ft. 
(2,700 m.) and have been reported even as far north as 
Canada; they were chiefly in deserts, grasslands, moun- 
tain meadows, and highways, but not in forests and large 
cultivated areas. Infection in rodents was not found east 
of the 102nd meridian, and it is thought that further 
extension eastward will be slow and in terms of years. 

The maintenance and extension of infection probably 
depends on: (1) persistence of plague bacilli in fleas for 
several months in nests and burrows of colonizing and 
hibernating rodents; and (2) sporadic infection in 
non-hibernating rodents. In the laboratory 30 to 
40% of fleas lived for 4 months in nests of ground- 
squirrels kept at 40° F. (4-4°C.), and bred promptly 
when removed and kept at 60° F. (15-5°C.), but they 
did not transmit the disease to hibernating squirrels or 
to other animals on which they fed after removal from the 
nests. An infected flea can transmit the disease after 
4 months if kept under favourable conditions, including 
feeding, and 1 flea can infect several animals. No 
evidence was obtained that chronic plague could be main- 
tained as an enzootic; marked bacteriaemia, and there- 
fore acute recrudescence, appears to be necessary for 
infection of the fleas to take place. 

** All the laboratory studies confirm previous findings 
that Pasteurella pestis, the specific cause of plague, 
exhibits consistent characteristics which do not permit 
of differentiation of strains recovered from rats, from 
other rodents, from fleas, or from man.”’ J. F. Corson 


PROTOZOAL INFECTIONS 


336. Treatment of Carriers of Endamoeba histolytica 
and Other Protozoa with Carbarsone, Chiniefon and 
Vioform 

J.H. ARNETT. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 213, 608-610, May, 1947. 5 refs. 


The investigations of the author in Philadelphia support 
the view that 5 to 10% of the population of the United 
States are symptomless carriers of Entamoeba histolytica. 
‘An investigation into methods of eliminating these 
protozoa showed that carbarsone (0-25 g. morning and 
night for 10 days), vioform (0-25 g. thrice daily for a week), 
and chiniofon (0-25 g. thrice daily after meals on the first 
day, twice daily on the second to fifth day, and thrice 
daily on the sixth and seventh days) were all effective. 
Forty-one carriers were treated—16 with chiniofon, 13 
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with carbarsone, and 12 with vioform. All these had a 
least two positive stools before treatment, and the 
criterion of “* disappearance ” was consistently negative 
stools (at least two) during treatment and for 1 week 
after; ‘“‘ reappearance ’’ denoted the recurrence of one 
or more positive stools after “‘ disappearance ”’ of the 
organism had been noted. Where samples of faeces 
were examined irregularly during treatment, “ djs. 
appearance” was assumed to have taken place on the 
day following the last positive stool. Occasionaj 
complaints of diarrhoea and dizziness were made during 
treatment; the drug was then discontinued but later 
resumed. The average time required to expel E. histo. 
lytica with chiniofon was 2-9 days; with carbarsone, 
1-9 days; and with vioform, 1-7 days. Of these drugs, 
chiniofon most commonly caused diarrhoea. 

The influence of these three drugs on the elimination of 
other intestinal protozoa—Entamoeba coli, Endolimax 
nana, Dientamoeba fragilis, Iodamoeba, Giardia, and 
Chilomastix—proved less satisfactory. Henry Cohen 
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337. Sidelights on Malaria in Man obtained by Sub- 
inoculation Experiments 

N. H. Farrvey. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 40, 621-676, May, 1947. 11 figs., 18 refs. 


During the chemotherapeutic experiments carried out 
at Cairns on volunteers heavily infected with malaria the 
investigators often had recourse to a direct transfusion 
of 200 to 500 ml. of blood from an infected volunteer 
to a healthy recipient. The results of the sub-inoculation 
tests and the subsequent history of the donor allow a 
general picture of human malaria to be built up which 
explains many of the problems connected with the 
disease and which fits into the pattern of avian malaria. 

Within about an hour of the introduction of sporo- 
zoites the circulating blood becomes clear of parasites 
and remains clear for about 6 days in malignant tertian 
malaria (the latest negative sub-inoculation was 144 hours 
after infection, the earliest positive sub-inoculation 6 
days 14 hours) and about 8 days in benign tertian malaria. 
It is presumed that during the negative blood phase 
parasites are present in the solid tissues as exoerythrocytic 
forms. Parasites are usually found in thick blood films 
(1 c.mm. blood was examined) about 12 days after in- 
fection with Plasmodium vivax and about 9-to 10 days 
after infection with P. falciparum, The evidence suggests 
that in malignant tertian malaria all the parasites in the 
body become parasites of red blood cells, because when 
the circulating blood is clear (negative to sub-inoculation) 
the patient can be regarded as cured. In other words, 
exoerythrocytic forms in malignant tertian malaria are 
transient, and change completely into erythrocytic forms. 
On the other hand, in benign tertian malaria the circu- 
lating blood may become apparently free of parasites 
but the patient is not necessarily cured. One volunteer 
was infected by the bite of 50 mosquitoes carrying 
P. vivax. He was receiving mepacrine (0-1 g. per day) 
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and continued to receive it for the next 147 days. Sub- 
inoculation of his blood (20 ml.) gave positive results 
on the tenth and thirteenth days after exposure to in- 
fection, then negative results from the fourteenth to the 
thirty-eighth day (7 sub-inoculations at 4- to 5-day 
intervals), a positive result on the forty-second day, and 
afterwards, for the next 100 days during which 25 
sub-inoculations were made, consistently negative 
results. Thirty-one days after ceasing medication the 
volunteer developed an overt attack of benign tertian 
malaria. Hence, exoerythrocytic forms of P. vivax may 
persist and serve as a reservoir from which parasites are 
released to reinvade the red blood corpuscles. 

Sulphonamides (“sulphamezathine”’, sulphamera- 
zine”, sulphadiazine), mepacrine (atebrin), sontochin 
(S.N.6911), and chloroquine (resorchin, S.N.7618, aralen) 
did not prevent parasites gaining access to the 
circulating blood in either benign or malignant tertian 
malaria, and therefore they ha¥e no apparent action on 
the pre-erythrocytic stages of the parasites and are not 
causal prophylactics. On the other hand, the biguanides 
(M.4430 and “ paludrine”’ or M.4880), and pamaquin 
(plasmoquine) have such an action. Paludrine is a 
complete causal prophylactic for malignant tertian 
malaria, and a partial causa. prophylactic for benign 
tertian malaria. 

The results of the sub-inoculation experiments were 
confirmed in many ways by a careful clinical examination 
of the donors. During the time when the number of 
parasites in the circulating blood was too small to be 
detected microscopically their presence was indicated 
by certain premonitory symptoms. These included 
transient headache, backache, generalized aches and 
pains, and a slight tenderness over the liver, and they 
were accompanied by a decrease in lymphocytes, a left 
polymorphonuclear shift, and relative leucopenia. These 
minor symptoms were often apparent in volunteers taking 
drugs with no causal prophylactic action for 3 or 4 days 
after sub-inoculation became positive. Later they 
disappeared as the schizonticidal action of the drugs 
removed the parasites from the blood stream. 

[Only the salient features of this article have been 
abstracted. The original contains a wealth of material 
of great interest and indispensable to all workers in this 
field. ] D. G. Davey 


338. Paludrine in Relapsing Benign Tertian Malaria. 
Further Trials 

R. D. C. Jonnstone. Lancet [Lancet] 1, 674-675, May 
17, 1947. 3 refs. 


In a previous paper [these Abstracts, 1947, 2, 455] 
the author recorded a comparative trial of ‘‘ paludrine ”’ 
and quinine—pamaquin, respectively, in the treatment of 
relapsing benign tertian malaria; paludrine was much 
inferior to quinine-pamaquin in preventing relapses. 
In the present paper combined treatment with quinine 
and paludrine is compared with combined treatment with 
quinine and pamaquin. As in the previous trial, the 
observations were made at Colchester Military Hospital, 
but only 61 patients were available and complete treat- 
ment and follow-up were obtained in 58; the patients 
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comprised two groups of 29, which were similar as 
regards the probable areas of infection and the average 
times between arrival in England and admission to 
hospital. 

One group received quinine gr. 10 (0-65 g.) and pama- 
quin 0-01 g. thrice daily for 10 days, while the other 
group had quinine gr. 10 and paludrine 0-25 g. thrice 


daily for 10 days. The results are shown in the following 
table: 
Course | | No__| Proved | Clinical| Total 
Cases Relapse | Relapse | Relapse | Relapses 
% 
Quinine and 
paludrine 29 18 3 (10°3%) 8 37-9 
Quinine and 
pamaquin 29 24 |2 (69%) 3 17:2 


The average intervals between treatment and further 
relapse were nearly the same in the two groups—3-6 
months for quinine—paludrine and 3-7 months for 
quinine-pamaquin. The author concludes that although 
the numbers are small the results indicate that paludrine . 
with quinine is less effective than pamaquin with quinine 
in preventing further relapses in benign tertian malaria. 

J. F. Corson 


339. Preliminary Report on a New Synthetic Anti- 
malarial 

A. T. W. Stmeons and K. D. CHHATRE. Indian Medical 
Gazette [Ind. med. Gaz.] 82, 255-257, May, 1947. 


new antimalarial—4(3’-dimethylaminomethyl-4’- 
hydroxyanilino)-7-chloroquinoline dihydrate dihydro- 
chloride (cam. aqi”)—is reported on by medical 
officers of Kolhapur State, India. [Halawani, A., Baz, I., 
and Morkos, F., J. R. Egypt. med. Ass., 1947, 30, 99, 
have also published clinical observations on this com- 
pound.] Fifty patients were treated, 39 having P. vivax 
and 11 P. falciparum infections. A single dose of 
10 mg. per kilo of body weight was given. In no case 
did the fever persist for more than 48 hours, and the 
average duration after treatment was 27 hours in the 
P. falciparum and 28 hours in the P. vivax cases; the 
average time for disappearance of asexual forms was 
40 hours for P. falciparum and 46 hours for P. vivax 
cases. Gametocytes were unaffected. No relapses 
occurred in an observational period of 3 months. No 
toxic reactions were encountered with doses of either 
10 or 15 mg. per kilo of body weight in a total of 314 
persons. Doses of 7-5 mg. per kilo of body weight 
allowed 2 out of 16 patients to relapse, while with 5 mg. 
per kilo of body weight 9 out of 18 patients relapsed 
within 3 months. There is some evidence that a dose of 
10 mg. per kilo given to the inmates of a school suppressed 
malarial attacks for a period of 2 months. 

The drug is at present made up in’ 50-mg. tablets: it 
is suggested that tablets should be made up to contain 
0-2 g. and should be grooved for halving. The following 
doses would then be easily administered: infants under 
2 years, 0-1 g.; children from 2 to 5 years, 0-2 g.; children 
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from 5 to 14 years, 0-3 g.; Southern Indian adults, 
0-4 g.; tall and heavy adults, 0-6 to 0-8 g. 
G. M. Findlay 


340. Chang Shan in the Treatment of Malaria 
CHENG FANG Tsu. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 50, 75-77, April, 1947. 
1 ref. 

The Chinese drug, chang shan, was investigated in the 
treatment of benign and malignant tertian malaria. 
Vomiting has previously been a drawback to its use. 
In the present study an aqueous extract of chang shan 
was stirred up with alcohol and an alcohol-soluble 
fraction separated. This, when freed from alcohol and 
dissolved in water, caused no vomiting. Five ml. of 6% 
solution was given by mouth five times daily. This was 
equivalent to 1-5 g. of chang shan extract or 25 g. of 
dried root. This dosage was continued for 12 to 15 days 
in benign tertian malaria and» for 20 days in malignant 
tertian malaria. Quantities of more than 5 ml. were 
inclined to cause abdominal discomfort or vomiting. 
With intramuscular injection the local reaction was 
not unduly severe. Of 322 out-patients with benign 
tertian malaria 67% were apparently cured; of 253 
patients with malignant tertian malaria 63% were 
apparently cured. The drug was used for 67 in-patients 
with benign tertian malaria. The criteria of cure adopted 
were: disappearance of fever and symptoms, dis- 
. appearances or diminution of splenic enlargement, and 

disappearance of parasites from thick blood films. 

The results are shown below: 


Day of | Percentage 
Treatment | of Cases 


24 


Symptoms subsided 
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Of the 67 cases treated, 6 relapsed (9%). Fourteen 
in-patients with malignant tertian malaria were similarly 
investigated. In 11 of these fever and symptoms sub- 
sided on the second and third days of treatment, and 
splenic enlargement disappeared before the fifteenth 
day. The remainder failed to satisfy the criteria of cure. 
Sixteen out of 22 patients with malignant tertian malaria 
were effectively treated with a combination of chang shan 
and pamaquin. A case history is given of 1 case of 
quartan malaria treated successfully with chang shan. 
In view of the possibility of spontaneous recovery from 
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malaria in naturally immune persons, 12 patients re. 
ceiving chang shan were compared with 8 untreated 
patients and with 3 receiving quinine. In the first gro, 

fever and symptoms disappeared on the first or second 
day, and parasites by the seventh; in 5 of the untreateg 
cases, fever was still recurrent on the tenth day, and ip 
the third group fever disappeared before the fourth day, 
plasmodia by the seventh. Abnormalities in staining 
properties of the plasmodia were seen in biood smears 
in many of the chang shan series from 4 to 48 hours after 
administration of the drug. J. L. Markson 


341. Attempts to Induce Blackwater Fever Experi. 
mentally 

G. M. Finpiay and J. L. MARKSON. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.] 41, 
22-25, May, 1947. 2 refs. 


The authors present epidemiological and experimental 
evidence in support of the theory that blackwater fever 
results from sensitization of the erythrocytes by a 
haemolytic’ antibody developed in association with 
infection by malarial parasites, chiefly subtertian para- 
sites; the views of Gear (Trans. R. Soc. trop. Med. Hyg,, 
1946, 39, 301), which offer explanations of the haemolysis 
in various haemolytic diseases, are referred to. 

Liability to blackwater fever, whether in Africans or 
non-Africans, seems to be connected with a state of 
partial immunity to malaria; in Europeans living in 
tropical Africa blackwater fever rarely occurs before 
they have resided there for at least 9 months. The 
immunity to malaria of West African students is reduced 
by residence outside Africa for a few years, and they 
suffer from severe malarial attacks on their return to 
West Africa. West African troops, who were under 
greater protection against malaria than the civilian West 
African populations, showed a great increase in the 
incidence of blackwater fever after a few years; from 
1941 to 1945 the annual incidence per 10,000 strength 
was 0-25, 0-68, 1-3, 5-49, and 12-77 respectively, while 
no change was observed among the civilians. The pos- 
sible haemolytic effect of sulphonamides taken by the 
troops could be excluded. In 1936, in the Belgian Congo, 
a high incidence of blackwater fever occurred among 
non-immune African immigrant mine-workers. In 
India and Burma during the war West African troops 
remained free from blackwater fever; their immunity 
to West African strains of subtertian parasites was 
probably lowered by absence, but they were not exposed 
to reinfection by those strains. [Their history after 
return to West Africa would be interesting.] 

In three controlled experiments the authors injected 
blood intramuscularly into Africans convalescent from 
blackwater fever: (1) 3 Africans received 5 ml. of normal 
blood 28 to 45 days after their last haemolytic attack and 
showed no resulting haemoglobinaemia or haemo- 
globinuria; (2) 6 Africans, 4 to 6 weeks after their last 
attack of blackwater fever, received 5 ml. of blood of a 
patient with subtertian malaria during his attack; 3 
developed typical blackwater fever 2, 3, and 9 days after- 
wards, and a fourth had a malarial attack, while 4 controls 
showed no effects; (3) the 3 blackwater-fever patients of 
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experiment 2 again received 5 ml. of blood containing 
subtertian parasites 5 to 6 weeks after recovery, and both 
they and their controls showed no effects. 

These observations support the view that blackwater 
fever results from sensitization of the erythrocytes in 
malarial infection. J. F. Corson 


TRYPANOSOMIASIS 


342. Study of American Human Trypanosomiasis in 
French Guiana. Rhodnius prolixus and Rhodnius 
pictipes, Naturally Selected Vectors of Trypanosoma 
cruzi. (Recherches sur la trypanosomiase humaine 
Américaine en Guyane Francaise. Rhodnius prolixus 
et Rhodnius pictipes, vecteurs naturels de choix de S. 
cruzi) 

H. FLocu and P. pe Lasupre. Bulletin de la Société de 
Pathologie Exotique {Bull. Soc. Path. exot.] 40, 157-160, 
May-June, 1947. 8 refs. 


Previous work by the authors showed Rhodnius prolixus 
to be the vector of Trypanosoma cruzi in French Guiana. 
They now report the finding of this organism in specimens 
of Rhodnius prolixus (Stal, 1859), and R. pictipes (Stal, 
1872). These insects were also easily infected with 
known strains of the protozoon. Triatoma rubrofasciata 
(de Geer, 1773) contained a protozoon which did not 
appear to be identical with T. cruzi, while this insect was 
infected with that organism only with difficulty. No 
trypanosomes were found in captured specimens of 
Panstrongylus geniculatus (Latreille, 1811) or Eratyrus 
mucronatus (Stal, 1859). The authors were unable to 
catch Rhodnius robustus, which has been reported pre- 
viously from French Guiana. It is concluded that 
Rhodnius prolixus and R. pictipes are natural vectors of 
Trypanosoma cruzi. R. E. Rewell 


343. The Modification of Trypanosoma rhodesiense 
on Prolonged Syringe Passage . 

H. FAIRBAIRN and A. T. Cutwick. Annals of Tropical 
Medicine and Parasitology [Ann. trap. Med. Parasit.] 41, 
26-29, May, 1947. 3 refs. 


A strain of Trypanosoma rhodesiense, sent early in 
1937 from Tinde (Tanganyika Territory) to a London 
laboratory and maintained there by inoculation of blood 
from mouse to mouse, was found in 1946 to have become 
greatly altered in morphology. After 897 syringe 
passages in mice, films of infected Mouse blood were 
sent from London to Tinde in January, 1946, and were 
there examined by the authors, who compared them 
with trypanosomes of the same strain which was still 
being maintained in sheep by cyclical passages through 
Glossina morsitans. 

The trypanosomes of the London mice were all long 
and slender forms, their mean length being 23-29 p, 
whereas the mean length of the long and slender forms 
(in white rats) of the strain maintained at Tinde was 
28-63 yw. By observing the proximity of the trypanosomes 
to the erythrocytes in the stained mouse-blood films the 
authors concluded that the trypanosomes which had 
carried a positive electric charge (near the erythrocytes) 


far outnumbered those which had carried a negative 
charge (farther from the erythrocytes). 

Murgatroyd and Yorke (Amn. trop. Med. Parasit., 
1937, 31, 145) found that a strain of T. brucei, after long 
maintenance at Liverpool by syringe passages in mice, 
became monomorphic (while in mice), more virulent 
to mice and less virulent to guinea-pigs, and more suscept- 
ible to arsenic; it had probably lost its transmissibility 
by tsetse flies. The authors therefore urge that “ all 
trials of new drugs should be undertaken with strains of 
T. rhodesiense which are polymorphic and have been, 
and are being, transmitted by Glossina”’. [Yorke (Trop. 
Dis. Bull., 1936, 33, 196) defended the use of old labora- 
tory strains, arguing that they had reached a uniform 
degree of sensitiveness to drugs and were valuable as a 
common indicator for preliminary sorting. The ab- 
stracter agrees with the authors that tests on recently 
isolated strains should also be made, and this should 
now be easy to do in Britain.] J. F. Corson 


LEISHMANIASIS 


344. Leishmania Vaccine Test in Leishmaniasis of the 
Skin (Oriental Sore). (Quantitative Experiments) 

F. SAGHER. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 658-663, May, 1947. 
1 fig., 8 refs. 


The response to the intracutaneous vaccine test in 
leishmaniasis of the skin was studied with a view to 
investigating the remarkable variations in reaction to a 
standard dose which have been noted. The vaccine, 
prepared by Dostrovsky’s method (Ann. trop. Med. Parasit., 
1935, 29, 123) contained 10,000, 1,000, 100, 10, and 1 
parasite per 0-1 ml. This series of dilutions was injected 
in each case studied. The results showed two typical 
responses: early cases of up to 1 year’s duration, in 
which the histology was that of chronic inflammation, 
responded to the 1 in 100 to 1 in 10,000 range of dilution; 


‘ cases of over a year’s duration, with a granulomatous 


picture on section, gave positive reactions in the range 
1 in 10,000 to 1 in 10,000,000. The number and severity 
of the lesions could not be correlated with the sensitivity. 
It is suggested that the latter cases had a more marked 
allergic component, and that the transition from the early 
to the recurrent stage might be followed by the changing 
response to these graded tests. J. Newsome 


345. Mucocutaneous Leishmaniasis in Kenya (with a 
Note on Penicillin Treatment) 

F. Piers. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med. Hyg.] 
40, 713-718, May, 1947. 2 figs., 22 refs. 


A case of mucocutaneous leishmaniasis is described 
from Kisau, a district of Central Kenya close to a 
locality in which a number of cases of the visceral type 
have recently been seen. There was diffuse swelling of 
the upper lip and cartilaginous parts of the nose, with 
deep infiltration and erosion of the skin and mucous 
membranes. One nostril was blocked by a polypoid 
mass. There was a superficial resemblance to American 
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leishmaniasis, but the mucous membranes of the mouth 
and pharynx were not involved. Material from a 
sub-epidermal puncture of the skin showed macrophages 
containing “large numbers of leishmania of varying 
size and shape”’ [sic]. A biopsy ‘specimen revealed 
histiocytes in the corium packed with parasites. Penicil- 
lin treatment—20,000 units intravenously followed by 
4-hourly intramuscular injections of 10,000 units con- 
tinued for 5 days—was given, with a view to controlling 
secondary infections likely to be present, before treat- 
ment with antimony. The results were favourable but 
not dramatic, and so a week later intravenous injections 
of 0-075 or 0-1 g. of urea-stibamine were given at 3-day 
intervals. A 5% salicylic acid ointment was applied 
locally. The patient was considerably improved, and 
left hospital before the end of the course. 

[There are two photographs—one of the patient on 
admission and the other showing the “‘ effect of penicil- 
lin treatment”. The title of the second is misleading, 
since according to the text the penicillin had but little 
effect, and the photograph was taken after additional 
treatment with an unspecified number of injections of 
urea-stibamine. There was no follow-up.] 

L. G. Goodwin 


HELMINTH INFECTIONS 


346. The Experimental Chemotherapy of Filariasis 
Bancrofti 

J. T. CULBERTSON, H. M. Rose, F. HERNANDEZ MORALES, 
J. OLIVER GONZALEZ, and C. K. Pratt. Puerto Rico 
Journal of Public Health and Tropical Medicine [P.R. J. 
publ. Hlth) 22, 139-173, Dec., 1946. 2 figs., 9 refs. 


Results are given of studies on chemotherapeutic 
agents for use in filariasis due to Wuchereria bancrofti. 
Preliminary experiments on Litomosoides carinii in cotton- 
rats, with a very wide range of drugs, showed that only 
those containing antimony had any marked effect upon 
the parasite. Neostibosan”’, stibanose’’, neo- 
stam”, and _ urea-stibamine—all quinquivalent anti- 
mony compounds—affected the adult worms but not the 
microfilariae. A gradual decline in the number of circu- 
lating microfilariae was produced, owing, it is believed, 
to a cessation of production of larvae rather than to any 
effect upon the larvae themselves 

As a result of these preliminary studies and concurrent 
work of other investigators, these four antimonials 
together with three tervalent antimonials (stibophen, 
“ anthiomaline ”’, and tartar emetic) and one arsenical 
compound (‘‘ melarsen”’’ oxide) were used in clinical 
trials; 114 patients with filariasis bancrofti and with 
microfilariae in the nocturnal blood were treated in 
groups with these various drugs. Fifteen similar but 
untreated cases were maintained as controls. Some 
patients from each treated group showed marked reduc- 
tions in the number of circulating microfilariae, but the 
drugs best tolerated were neostibosan and stibamine. 
Of these, neostibosan gave the best results, 23 of 35 
patients treated losing all the parasites and 7 others 
showing great decreases in number of filariae. The 
decreases occurred slowly; in some cases 18 to 20 months 
elapsed before all microfilariae were lost. All the 


INFECTIOUS DISEASES 


control patients gave positive blood samples over a periog 
of 20 months, only 3 showing a small reduction in the 
number of circulating embryos. Scrotal involvement 
appeared after treatment in some adult patients, ang 
adult filarial worms were observed in a nodule exciseg 
from the scrotum of a patient treated with stibophep, 
These symptoms disappeared and no indication of 
permanent damage resulted. The authors conclude that 
filariasis bancrofti can be eliminated by treatment with 
antimonial and arsenical compounds, and that of these 
neostibosan was of greatest use. O. D. Standen 


347. Remote Fistulae and Gluteal Indurations as 
Sequel to Intestinal Bilharziasis. (Fistules a distance et 
indurations fessiéres. Séquelles de bilharziose intestinale) 
L. Morenas. Bulletin de la Société de Pathologie 
Exotique [Bull. Soc. Path. exot.] 40, 86-88, March 12- 
April 9, 1947. 


Gluteal induration and fistulae sometimes result from 
intestinal bilharziasis. A case presenting unusual 
features is reported, the patient being a soldier. An anal 
fistula appeared in 1932, and others in 1936, at which time 
ova of Schistosoma mansoni were found in the stools, 
More distant fistulae developed subsequently, notably 
on the posterior surface of the thigh. Examination in 
1943 disclosed an almost fibrous induration in the 
region of the left gluteal fold; fistulae discharged into 
linear and crateriform depressions, while scarred orifices 
were also seen. Fistulae were visible around the anal 
margin and on the right buttock. A patch measuring 
5 or 6 cm. with numerous fistulous openings was seen 
on the right thigh just under the gluteal fold. Sigmoido- 
scopy (to a depth of 20 cm.) revealed painful injection of 
the mucosa, with slight denudation of the epithelium in 
the lower part of the rectal ampulla. Rectal polypi 
and narrowing were not seen. Repeated examination of 
the stools and of the fistular pus failed to show ova of 
S. mansoni. In the blood there was _ neutrophil 
leucocytosis but no eosinophilia. A course of “ anthio- 
maline ”’ proved ineffective. The differential diagnosis 
from lymphogranuloma venereum is discussed. The 
author considers the bilharzial origin of the condition 
proven, and that this process has subsided leaving a 
condition of chronic sepsis. J. L. Markson 


348. Quantitative Determination of Schistosoma 
mansoni Ova in Feces from Patients Under Treatment 
with Antimonial Drugs 

J. Ovtver GONZALEZ and F. HERNANDEZ MORALES. 
Puerto Rico Journal of Public Health and Tropical 
Medicine [P.R. J. publ. Hith] 22, 210-216, Dec., 1946. 
2 figs., 5 refs. 


A technique for counting viable and non-viable ova 
of Schistosoma mansoni is described together with an 
account of its application to the study of the relation 
between these forms of ova in treated and untreated 
patients. In 6 patients treated with “ anthiomaline ” 
(lithium antimony thiomalate) and in 12 patients treated 
with urea-stibamine both live and dead eggs disappeared 
simultaneously. This observation leads the authors to 
conclude either that the worms lay non-viable eggs or 
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that the eggs die between the point of extrusion into the 

jumen of the intestine and their appearance in the stool. 

it is considered highly improbable that the dead eggs 

gre those which have been delayed a long time in their 
ge through the tissues. 

In 75% of patients examined the number of dead eggs 
in faeces was greater than the number of live ones. Since 
the patients were all of one age group (18 to 33) and had 
probably been infected at an early age, it is not considered 
that this figure would prove similar in cases of other 
age groups and varying lengths of infection. 

O. D. Standen 


349. The Treatment of Schistosomiasis Mansoni. Evalua- 

tion of the Parasitotropic Effects of Fuadin and Tartar 
ic 

Mora C. K. Pratt, and J. OLIVER 

GonzALez. Puerto Rico Journal of Public Health and 

Tropical Medicine [P.R. J. publ. Hith| 22, 224-227, Dec., 

1946. 2 refs. 


Two ‘groups of out-patients suffering from schistoso- 
miasis mansoni and subject to the possibility of reinfec- 
tion while under treatment were given “ fouadin” 
(stibophen) and tartar emetic respectively. A first 
course of stibophen (45 to 50 ml.) produced 60-4% of ap- 
parent cures, and second course 48-49% cures, and a 
third course 36-22% only. A 1% solution of tartar 
emetic (60 ml.) was effective in about 36-36% of cases, 
but when 120 ml. was given its effectiveness increased 


to 68-18°%. A second course of 120 ml. increased the 


percentage of effectivity to 763%. It is considered that 
stibophen is the drug of choice in spite of its inferiority 
in action, because of its ease of administration and the 
shorter period of treatment. O. D. Standen 


350. Systemic Treatment of Creeping Eruption 

J.M. Hitcu. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 664-673, May, 1947. 
11 refs. 


Creeping eruption, due to Ancylostoma braziliense, has 
responded to “* fouadin ’’ (stibophen) treatment; results 
in 33 cases, mostly in children, are described with this 
drug, “‘ neostibosan ’’, potassium antimony tartrate, and 
oxophenarsine hydrochloride (‘‘ mapharsen’’). The 
response varied, but it was demonstrated that stibophen 
and neostibosan were curative in some cases, and that oxo- 
phenarsine may be even more efficacious. It was not 
possible to find any criteria by which to judge whether 
a case would respond or not. The majority of the 
patients were not anaemic, but had an increased white 
cell count with eosinophilia and a slightly raised erythro- 
cyte sedimentation rate. Faecal examination in 12 cases 
was negative, showing that, at any rate in North Carolina, 
dog and cat hookworm is not an intestinal parasite in 
man. It is suggested that a larger dosage of oxo- 
phenarsine hydrochloride than that given (adults, 0-06 g.; 
children aged 2 to 4, 0-015 g. biweekly) may increase the 
cure rate. J. Newsome 


350a. A New Class of Antifilarial Compounds 
A. D. Wetcu, L. Peters, et al. Science [Science] 105, 
486-488, May 9, 1947. 1 ref. 


INFECTIOUS DISEASES OF UNKNOWN ORIGIN 109 


INFECTIOUS DISEASES OF 
UNKNOWN ORIGIN 


351. Eruptive Fever with Involvement of the Respiratory 
Tract, Conjunctivitis, Stomatitis and Balanitis. An Acute 
Clinical Entity, Probably of Infectious Origin; Report of 
Twenty Cases and Review of the Literature 

S. N. Soitt. Archives of Internal Medicine [Arch. 
intern. Med.| 79, 475-500, May, 1947. 3 figs., 38 refs. 


This paper supplies a very comprehensive review of 
the literature on what is now often described as the 
Stevens-Johnson syndrome. A series of 20 patients (all 
between 18 and 31 years of age) observed by the author 
during 1941-5 is surveyed. The majority of the patients 
reported a sudden onset with symptoms of an acute 
respiratory-tract infection. A vesicular or pseudo- 
membranous stomatitis was present in all, while most . 
had an acute conjunctivitis. In 13 there were lesions on 
the glans penis, and in 1 of these spread to the prepuce 
and scrotum occurred. Only 4 of the series had a skin 
lesion, so frequently a part of the syndrome. Pulmonary 
signs were noted in almost half of the patients. The 
severity of the illness varied greatly, fever in a few of the 
cases lasting for as long as 10 to 16 days. 

The author thinks that there are 3 broad groupings 
of cases: (1) the classical form in which an erythema 
multiforme of iris or herpetic type involves the skin 
mainly; (2) a form in which lesions involve both the 
skin and the mucous membranes of the orifices, but 
more especially the latter; and_(3) the severe form in 
which both skin and mucous membranes are extensively 
involved. 

Attempts were made to isolate a virus without success. 
Similarly complement-fixation and virus-neutralization 
tests against the virus of herpes simplex yielded no 
information. The author considers, however, that many 
of the clinical features warrant the condition being 
regarded as an air-borne infection, probably viral in 
origin. 

[It is rather surprising that this condition is still some- 
thing of a rarity. It is interesting that 12 of the cases 
occurred in the first quarter and a further 6 in the second 
quarter of the year, although elsewhere in the text the 
“* spring and fall ’’ are mentioned as the seasons in which 
incidence is highest. In fact, none of the author’s cases 

_ occurred in the third quarter. Although the condition 
bears no resemblance to any known hypovitaminosis, 
the search for the cause might well include a study of the 
social background for possible deficiencies. ] 
T. Anderson 


352. Stevens-Johnson Syndrome. Report of Nine 
Patients Treated with Sulfonamide Drugs or Penicillin 

D. O. WriGut, E. M. GoLp, and G. JENNINGS. Archives 
of Internal Medicine [Arch. intern. Med.] 79, 510-517, 
May, 1947. 3 figs., 10 refs. 


Of 9 cases of Stevens-Johnson syndrome 5 were treated 
with sulphonamides and 4 with penicillin. Although all 
but 1 patient recovered without complications, the 
authors agree that in a syndrome of such varied severity 
as this it is dangerous to attach therapeutic value to a 


4 
the 
nent 
and 
ised 
hen, % 
of 
that 
with 
lese 
n 
a 
et 
ale) 
gie 
12- 
om 
ual 
nal 
me 
ols, 
bly 
in 
the 
ito 
Ces 
nal 
ing 
en 
lo- 
of 
in 
of 
of 
hil 
0- 
sis 
he 
on 
a 
1a 
nt 
Ss. 
al 
6. 
n 
n 
d 
d 


110 INFECTIOUS DISEASES 


particular method of treatment. In view of the serious 
nature of the ophthalmic complications, however, the 
use of penicillin both systemically and locally in order 
to inhibit secondary infection may be worthy of trial. 
[It may be noted that Soll (Abstract No. 351) used 
penicillin in his most severe case without appreciable 
effect.] T. Anderson 


353. Rheumatic Fever Treated with Penicillin. (Fiebre 
reumatica tratada con penicilina) 

A. CATTANEO and R. A. ALBERIcI. Revista de Medicina 
y Ciencias Afines [Rev. Med. Cienc. af.] 9, 159-161, 
April, 1947. 


The authors describe a severe case of rheumatic fever 
which in their opinion responded very well to penicillin. 
The patient, a man of 48, who had had previous attacks 
of rheumatism and came of rheumatic stock, was 
admitted to hospital because of signs of acute rheumatic 
fever with right heart failure. The erythrocyte sedi- 
mentation rate was 115 mm. per hour, and haemoglobin 
concentration 61%; the spleen was not palpable, and 
three blood cultures were negative. There was pro- 
nounced pyrexia. In spite of salicylates administered 
per rectum there was no improvement, and he was 
therefore given 20,000 units of penicillin intravenously 
every 3 hours. His condition improved after 24 hours, 
and in a few days’ time his erythrocyte sedimentation 
rate had fallen considerably. The authors concluded 
that penicillin was the primary factor in curing the patient, 
and are of the opinion that in the future the value of the 
treatment will be demonstrated. 

[To evaluate the results of specific therapy on a single 
case is rather heroic. A little healthy scepticism on the 
conclusions drawn would not be out of place.] 

Paul B. Woolley 


354. Blood and Bone Marrow in Infectious Mono- 
nucleosis. A Review of the Literature and a Report of 
Twenty-five Cases 

L. R. Limarzi, J.T. PAUL, and H. G. PoNcHER. Journal 
of Laboratory and Clinical Medicine |J. Lab. clin. Med.} 
31, 1079-1100, Oct., 1946. 6 figs., 48 refs. 


The authors review the literature relating to bone- 
marrow studies in infectious mononucleosis and report a 
detailed investigation of 25 patients with this disease. 
The groups comprised 18 males and 7 females, ranging in 
age from 13 months to 35 years. Marrow was obtained 
by sternal puncture, and films were prepared and stained 
with May-Griinwald-Giemsa or Wright’s stain. In a 
small number of cases histological examinations were 
made of marrow obtained by aspiration or by biopsy. 
The Paul-Bunnell reaction was positive in 13 and negative 
in 6 cases. Full blood examinations were carried out on 
all cases, and included red and white cell counts, estima- 
tion of haemoglobin, and of sedimentation rate, reticulo- 
cyte and platelet counts, and estimation of icterus 
indices. 

An analysis of the results showed that anaemia did not 
occur in uncomplicated cases. Platelet counts were 
within normal limits and reticulocyte counts normal in 
all cases. White cell counts varied between 4,500 and 


22,000 cells per c.mm. with an average of 10,900, the 
characteristic finding in the differential count being 

numbers of abnormal lymphocytes ranging from 32 to 
87% of the total, with an average of 64%. More im. 
mature types of these cells were rarely found, and the 
typical leukaemic lymphoblast was not observed 
Granulocytes varied from 3 to 5% and toxic neutrophils, 


' with a moderate shift to the left, were seen in all cases, « 


Apart from two cases in which small numbers of neutro. 
philic metamyelocytes were observed, the more immature 
cells of the granulocytic series were not seen. Mono. 
cytes, averaging 5-9% for the series, were morphologi- 
cally normal. Eosinophils were increased in only one 
case. The corrected erythrocyte sedimentation rate 
was increased in 16 cases and averaged 20:4 mm. per 
hour for the series. THe icterus index (average 6 
units) was higher than 7-5 units in 3 cases. 

The bone marrow was hyperplastic in 20 cases, with an 
average count of 430,000 cells per c.mm. (normal 
300,000). The greatest increase occurred in the neutro- 
philic myelocytes, which in some cases comprised 50% 
of the granulopoietic series. Moderate to marked 
amounts of “ toxic ” granules were observed in many of 
these cells. On the other hand, marked degenerative 
changes of the nucleus or cytoplasm were rarely observed, 
Mature neutrophils averaged 7:9% of the marrow 
granulocytes (normal, 23-1%). Erythroid tissue was 
normal in all cases and plasma cells were only rarely 
seen. Lymphoid cells averaged 10 per 100 bone-marrow 
cells (normal, 17-8 per 100 cells) and were similar to 
those seen in the peripheral blood. There was no 
evidence that any of the marrow elements were giving 
rise to the normal or atypical lymphoid elements. The 
bone marrow was similarly studied in 10 normal controls 
1 case each of whooping-cough and rubella, and a 
variety of cases of leukaemia. 

The authors discuss these findings and suggest that the 
toxic agent in this disease acts on the bone marrow to 
produce maturation arrest and resultant myeloid hyper- 
plasia, or that the marrow hyperplasia is consequent on 
the suppression of the delivery of the immature cells to 
the peripheral blood. The bone-marrow reticulum 
appears to take no active part in the formation of the 
atypical lymphocytes seen in this disease and, though 
little is known about the functions and potentialities of 
these cells, they undoubtedly appear to lack the metastatic 
or replacement characteristics observed in the cells of 
this series in leukaemias or malignant lymphomata. 
Bone-marrow studies may thus serve to differentiate a 


malignant lymphocytic condition from a benign or non- © 


leukaemic reaction. A. Henderson-Begg 
355. Epidemiology of Infectious Mononucleosis. (Om 
den infektigse mononukleoses epidemiologi) 

H. Heyeraas. Nordisk Medicin [Nord. Med.| 35, 
1495-1500, July 11, 1947. 4 figs., 8 refs. 


356. Hepatitis without Jaundice in Infectious Mono- 
nucleosis 

Q. B. DEMarsH and H. L. Att. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 32, 320-321, 
March, 1947. 
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History of Medicine 


357. A Critical Study of the Origins and Early Develop- 


ment of Hypodermic Medication 

N. Howarp-Jones. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 2, 201-249, Spring, 
1947. 15 figs., 94 refs. 


It was not until the beginning of the nineteenth century 
that serious attempts were made to employ the skin as a 
medium for the absorption of medicaments. The 
administration of drugs by inunction was systematically 
employed by Brera (before 1800) and by Chrestien (1804). 
Lesier (1825) and Lembert (1828) described the méthode 
endermique, which consisted in the application of a 
yesicant to remove the epidermis, after which the drug 
was applied to the denuded cutis in a powder, solution, or 
ointment. This method was adopted by Trousseau and 


It is suggested that observation of the effects of snake 
and insect bites may have led to the use of poisoned 
arrows and to the application of plant and animal 
products through cutaneous incisions as practised by 
primitive peoples. In 1809 Magendie studied the effeets 
of Javanese arrow-poison by applying it to the extremity 
of a wooden barb which was thrust into a dog’s buttock. 

The subcutaneous administration of solids preceded 
that of liquids, and was first systematically employed by 
Lafargue (1836), who introduced morphine under the 
epidermis by means of a vaccination-lancet. Lafargue 
noticed that in some cases there was immediate relief of 
pain, before the morphine could have had time to act. 
This led him to the idea of combining acupuncture and 
inoculation, for which purpose he devised a long needle 
with a deep gutter which was filled with morphine paste. 
In 1861 Lafargue published details of yet another 
method—the subcutaneous implantation of medicated 
pellets by means of a darning-needle. In patients in 
whom there was a tendency for the puncture to close 
before the insertion of the pellet Lafargue used a sort of 
implantation-gun, which he describes as a “‘ dry-syringe ”’. 
Bruns in 1869 designed an Implantationsnadel, which was 
a considerable improvement upon Lafargue’s instrument. 
The subcutaneous implantation of drugs never gained 
general acceptance, but the method was rediscovered in 
1937. 

In 1844 Rynd of Dublin treated a case of trigeminal 
neuralgia by introducing a solution of morphine into the 
supraorbital nerve and along the course of the temporal, 
malar, and buccal nerves. The instrument used was an 
elaborate trocar and cannula. It was not described until 
1861, by which time the use of the hypodermic syringe 
was wellknown. In 1855 Alexander Wood of Edinburgh 
published the first account of the subcutaneous injection 
of solutions of drugs for therapeutic purposes. He 
devised his technique in 1853 and used a syringe con- 
structed by a London instrument-maker. Wood’s 
intention was to secure a local analgesic action on peri- 
pheral nerves, and, although he clearly recognized the 


occurrence of systemic effects, he failed to appreciate their 
significance. Charles Hunter, a house-surgeon at St. 
George’s Hospital, London, who had adopted Wood’s 
method in 1858, was the first to recognize that remote 
injections were as effective as local injections and to draw 
the correct conclusion that the subcutaneous route was 
effective by reason of systemic absorption. In 1859 
Hunter introduced the term “ hypodermic” to distin- 
guish his use of subcutaneous injection as a mode of 
systemic administration from Wood’s use of the same 
technique for its supposed local action. A full account — 
is given of the rival theories of local and general action 
of hypodermically administered drugs. 

The general diffusion of the technique of hypodermic 
injection followed the publication of papers by Wood, 
Hunter, and Béhier from 1858 onwards, but as late as 
1873 Crombie advocated a method of depositing mor- 
phine under the skin by means of impregnated setons. 
The technical defects and high cost of the early hypo- 
dermic syringes were a bar to their more general use. 
By 1880, however, all other methods were completely 
outmoded by the hypodermic injection of fluids. The 
dangers inherent in morphine injection were not recog- 
nized or were discounted, and there was for many years a 
widespread abuse of the practice of hypodermic injection. 
The first considered warning of the dangers of morphi- 
nism came from Clifford Allbutt in 1870. Reference is 
made to the remarkable absence of reports of septic 
complications in most of the early writings on subcu- 
taneous injection. 

The author disposes once and for all of the legend that 
Pravaz of Lyons was responsible for the introduction of 
hypodermic medication or for the syringe which later 
came to be applied to that end. He shows that (1) 
Pravaz died 2 years before the introduction of hypodermic 
injection in 1855; (2) Pravaz was concerned only with 
a form of intravascular sclerosing therapy for aneurysm; 
(3) he performed experiments on the arteries of healthy 
animals, and treated no human patients; and (4) he used 
a fine trocar and cannula. Intravenous injection in 
animals and man had been practised intermittently for 
nearly 200 years. . 

Ferguson’s syringe employed by Wood, inasmuch as it 
was the first to embody the important principle of the 
hollow needle (as opposed to the trocar and cannula 
inserted as a separate operation), may be regarded as the 
precursor of the modern syringe used for hypodermic 
medication. W. J. Bishop 


358. Druids and Druidic Medicine 
South African Medical Journal [S. Afr. med. J.| 21, 
611-613, Aug. 23, 1947. 


359. A Mediaeval Poet (Lydgate) on Health 
E. D. Irvine... Medical Officer [Med. Offr] 78, 123-124, 
Sept. 20, 1947. 
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360. The Part of Chemistry in the New Therapeutics 
H. Date. British Medical Journal [Brit. med. J.] 2, 
161-164, Aug. 2, 1947. 


Chemistry and medicine have developed together, and 
from the earliest times each has stimulated the growth 
of the other. The growth of biochemistry during the 
present century is associated with the name of Hopkins. 
He had a natural genius for organic chemistry and a 
special interest in its application to biology. Out of 
his work has developed the chemistry of the metabolism 
of all the different substances comprising living tissue, 
together with our knowledge of enzymes, coenzymes, 
vitamins, and hormones. 

Chemistry has made great contributions to specific 
remedies. Before the beginning of the present century 
medical treatment was limited to the relief of symptoms, 
while the removal of the cause of the disease was left to 
nature; now chemistry has given us specific remedies. 
Towards the end of the war of 1914-18 Kendall isolated 
thyroxine, the hormone of the first deficiency disease to 
receive attention; shortly afterwards Harington synthe- 
sized thyroxine. Chemistry has also given us relatively 
simple substances like stilboestrol and hexoestrol, which 
effectively replace the complex natural hormones in 
therapeutics. Progress has been rapid. Before the war 
of 1914-18 the cause of rickets and pellagra were un- 
known, but before the war of 1939-45 the missing 
substances in the diet had been produced by chemical 
synthesis. 

The suppression of infections by the administration 
of synthetic substances was started by the pioneer work 
of Ehrlich, who was able to use trypanosome infections 
in animals to test the activity of arsenical compounds; 
his work has given us the compound “ salvarsan ’”’. 
Ehrlich attempted to treat malaria with methylene blue, 
but it was not until later that the German workers dis- 
covered ‘“‘atebrin’’; more recently still Curd, Davey, 
and Rose produced “ paludrine ’’, a substance consisting 
of a chlorphenyl group attached to a diaguanidine 
nucleus which promises to be superior to any other 
remedy both in prophylaxis and in treatment. 

A sudden and dramatic change occurred in 1935 in 
the treatment of diseases caused by bacteria with 
Domagk’s discovery of the activity of “ prontosil”’. 
Tréfouél and his colleagues later found that the activity 
of prontosil was due to the formation of sulphanilamide 
from the prontosil in the body. The discovery of 
penicillin resulted from the investigations of Florey and 
Chain following up Fleming’s observations made 10 
years earlier; now the constitutions of several penicillins 
have been determined and one penicillin has been 
synthesized. Chemistry has also produced a wealth of 
drugs for the relief of the symptoms of disease; the latest 
additions are the antihistamine drugs and di-isopropyl- 
fluorophosphonate, a potent antagonist of cholinesterase, 
which can be used to relieve the dangerous post-operative 
paresis of the intestines. G. A. H. Buttle 


361. The Early History of Aphasia 
W. Riese. Bulletin of the History of Medicine [Bull. 
Hist. Med.] 21, 322-334, May-June, 1947. 15 refs. 


362. Hippocrates and Meteorological Medicine. (Hippo. 
krates und die meteorologische Medizin) 

L. VON BRUNN. Gesnerus [Gesnerus, Ziirich] 4, 65-85 
1947. Bibliography. : 


363. The Beginning of the Public Health Movement jp 
the United States 

H. D. Kramer. Bulletin of the History of Medicine 
[Bull. Hist. Med.) 21, 352-376, May-June, 1947, 
Bibliography. 


364. The First Fifty Years of Psychiatry in Quebec. (L¢ 
premier demi-siécle de la psychiatrie 4 Québec) 

C. A. Martin. Laval Médical [Laval méd.] 12, 710-738, 
Sept., 1947. 


365. The Release of Lunatics at the Time of the French 
Revolution. (Die Befreiung der Tollhausnarren jm 
Zeitalter der franzésischen Revolution) 

H. KARCHER. Gesnerus [Gesnerus, Ziirich] 4, 98-115, 
1947. 10 refs. 


366. The Introduction of Surgical Anaesthesia in Van 
Diemen’s Land 

W. E. L. H. CrowrHer. Medical Journal of Australia 
[Med. J. Aust.] 2, 561-570, Nov. 8, 1947. 4 figs., 7 refs, 


367. Chest Surgery in the Sixteenth and Seventeenth 
Centuries. Chapter II 

L. A. HocuBerG. Quarterly Bulletin of Sea View 
Hospital (Quart. Bull. Sea View Hosp.] 9, 30-66, Jan., 
1947. 13 figs. 


368. The Pre-history of Midwifery 

I. H. FLack. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.| 40, 713-722, Oct., 1947. 
11 refs. 


369. Milestones in Midwifery 
J. H. Peet. Post Graduate Medical Journal [Post Grad. 
med. J.] 23, 523-529, Nov., 1947. 7 figs. 


MEDICAL BIOGRAPHY 


370. The Story of Hieronymus Fracastor: Renaissance 
Physician and Originator of the Term “ Syphilis ”’ 

M. Trurrit. Urologic and Cutaneous Review [Urol. 
cutan. Rev.] 51, 515-533, Sept., 1947. 18 figs. 


371. Gall and the Phrenological Movement 

O. Temkin. Bulletin of the History of Medicine (Bull. 
Hist. Med.] 21, 275-321, May-June, 1947. Biblio- 
graphy. 


372. Maupertuis and the Beginnings of Genetics 
B. Grass. Quarterly Review of Biology [Quart. Rev. 
Biol.] 22, 196-210, Sept., 1947. 3 figs., 38 refs. , 
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